
WO 02/00677 PCT/USO 1/18569 



























a 








AR089: 18,AR060: 
15,AR104: 14, AR096: 
9,AR055: 6,AR061: 
4 


I: 12, L0740: 8, 
8, S0003: 6, 
6, H0620: 5, 
5, L0766: 5, 


VT) i> ^+ v£j - «-f- i vo — ■> r--~ .^r »V; X_ \D r-». »1 

^ CN 1 ' < — 1 T- T ^ ""^ f-H T-H T~l T"H 




L075< 
L0731: 

S0214: 






co oo 

ii 

2 2 
o _ 

co oo 
co 

< ^) 


Ile-13 to Gly-18. 


Val-23 to Lys-30, 
Tyr-40 to Asn-50, 
Lys-63 toLys-68, 
Leu-92 to Asn-102. 






3165 


3166 


3167 


3168 


3169 




229 - 426 


3-542 


T-H 

ON 
1 

<N 


39 - 500 


239-370 




o 

ON 
ON 


i—l 
ON 

On 


ON 
ON 


CO 
ON 
ON 


& 




HACNE40R 


HACNF21R 


HACNF41R 


HACNI47R 


HACNI86R 




HACNE40 


HACNF21 


HACNF41 


HACNI47 


HACNI86 



1000 



WO 02/00677 



PCT/USO 1/18569 




1001 




WO 02/00677 



PCT7US01/I8569 



o°2ooOOOOOoOoooooogooooooooooo 



1002 



WO 02/00*77 



PCT/US01/18569 




1003 




WO 02/00677 PCT/USO 1/18569 















:2,H0341: 1, 
1.HQ586: 1, 
1.S0049: 1, 

. .1, H0050: 1, 
1.H0598: 1, 

: 1, L0666: 1, 

: 1, H0689: 1, 
1, L0366: 1 and 

: 1. 




*T. «0 ^ to co rnn ^ ^ <N of ci of <N of cN ^ ^ ~" 




H0543 
H0441 
S0346: 
H0569 
TOOlO: 
H0272 
H0144 
L0747: 
H0423 






Val-77 to Val-86. 


Pro-69 to Leu-76. 




3177 


3178 




oo 

CO 
1 — 1 


55 - 327 




1002 


1003 




HAOSB87R 


HAOSC40R 




HAOSB87 


HAOSC40 



1004 



WO 02/00677 





































" ^* 2 h h * 2 

vb . . - - On cr\" co ooc&i^v^^^^^DV^xA 


§§8§8§§Kg$8§8§§§§§8 
. j a « j.« g 3 gSSgSgggggS 

CN l/l fT) Ol r-H O 

,. rH H^H'-'0\0\OOOOOOrvhiN\OVOy5VOin 




Arg-5 to Arg-17, 
Asp-25 to Val-31. 


Val-7 to Glu-13, 
Thr-20 to Arg-26, 
Lys-34 to Phe-40, 
Arg-46 toLys-51. 


Lys-27 to Gln-39, 
Gln-47 to Thr-52. 


Leu-3 to Glu-14, 
Ser-95 to Ala-105. 




Pro-24 to Val-49, 
Tyr-51 to Leu-56. 

! 


3181 


3182 


3183 


3184 


3185 


3186 


51-485 


CO 

T^- 
r-H 


vo 

t-H 

1 

CN 


3 -353 ! 


1-114 


CO 

O 

CO 

T-H 


1006 


1007 


1008 


1009 


1010 


1011 


HAOSG95R 


HAOSI79R 


HAOSJ27R 


HAOSJ33R 


HAOSJ73R 


HAOSK38R 


HAOSG95 


HAOS179 


HAOSJ27 

i 


HAOSJ33 


HAOSJ73 


HAOSK38 



1006 




PCTAJS0 1/18569 



WO 02/00677 



PCT/USO 1/18569 



1? *p in «n *rf irT <n *fr 



, w 5 o ^ do 

• O ^ ^ 



i ^ a g 



<-f ™ co 



*° *n *n ^ «n «o to 

1 o ' - - 



33; 



CO 



CO (rT CO CO ^ 

29 66 rsi 
^ S 4 {n £ 
ID r« 55 r-i 



r ™ co~ 



CO CO 

od co 

CO to 
^ CN 

O O * 

ffi-SJ 



CO co coco co~co~co~co 



s 



1007 




WO 02/00677 



PCTYUSO 1/18569 



cO~ co~ cO~ <^ of CM~ of CM of cM~ CM ^ CM CM <N ^ ^ of of of CM ^ of of of of CM CM" ^ ^ 



OO CO 

£ CM 

O O 

oo X 



<6 3i 
o c^ 

So g 



CO O 
vo oo 
vo m 
o o 



VO 



t> ON 



h fq o ^ o 
q o o p o w 



o >5 £ 
— o o 



CO rs| 

§1 

tE CO 



O oo 
t- CO 

r~ vo 

33 



On On 

vo vo 

33 



VO VO CM \o ON 

ffv S2 ^ o £2 

^ ° (S ^ 

o o co o o 



JJ CM On 

S s ^ 
80S 



^co'cO^CM^CM^^^^^CM^CMCMCMcsfc^ 



CM 

£ CO 

2 o 
B 00 



^ CM 
CM ^ 
^ 8 

00 rc 



00 VO 

— < r- 

CM CO 
O O 

oo_oo 



co —1 in vo . 
On vo co On On 00 - 

OOOOOoOO 
LlJ £C i-J Ll] 



^ ON 

co m 
vo o 
o o 



O ON 

—1 vo 
cm 

o o 

00 »-J 



CM VO 

co 

o o 



vo O 
co CM 



OO ^ ^ CM 
M f S ^ 

co o x o 

O O 2 co Q 

do 00 j; 00 j 



CM VO CM 

On co CM 

m < cm 

o o o 

ffi ffi 



1008 



WO 02/00677 



PCT/USO 1/18569 




1009 



WO 02/00677 



PCT/USO 1/18569 



n Si ^ ^ ^ ^ w ^ Q 6^^^^^^^^<N«^6^12SwWvbr«:Ti : 
2oo 0 2°2oQ2o2oqoqpoQppOo22o2ooq 



1010 




1011 



WO 02/00677 



PCT/US0I/18569 



<n m' (N of of <^ <>> <n of cf of of 7] ^ *" H ^ ^ 1-1 ^ ^ -< ^ ^ ^ 

of ofof of <N of of of of of of of of th" ^ ^ v-T *-* ^ ^ ^ ~ *-* ^ -f -h" — <~ 
OOOOOOOOoOOOOOOXOqOOOOOOOOOOOO 



1012 



WO 02/00677 



PCT/l/SOI/18569 



£! £} ci p o vi £ cK ^ o 



<o o 

13 

- 

<N O 



On 

S 




1013 




WO 02/00677 



PCT/US0 1/18569 



<%f <N <N 




1014 



WO 02/00677 



PCT/USO 1/18569 



of of of of of of of of 



oo o\ 
— « O 
CO o 

ss 



h ^ Q n 

o vo o ? 
o o o o S 



04 of <N 04 of of of of of ^ of of 



oi of of of of of of of 



si 

o o 



^ oi 

vo vo 
r> vo 

33 



VO ON 

r- to 
r- vo 

33 



oj oi oj — 1 — < ^ ^-T — < _T 



O CO JQ VO ^ 



vo lO 

CO 

o o 

as. 



» t (N » f-' 

r~- ,^ vo 
o o 8 o § 

s_sss^. 



N <N d ^« <N OI <N «vf <N N* of of of of M * ~ ~ 



sss§§ 



oj o 
p o 



s 



o 
o 
in 
o o 



o- l> 
vo in 
vo 

Q O 



04 O 



O 



2 2 
°8 



ON OI oi o 

£; £ !0 ° o 

S S S P ° 

^ J J ^ ^ 



S ^ ^ i: ri 

po ^ oo vo 

88So 
ssss 



1015 



• 



WO 02/00677 



PCT/USO 1/18569 



ooSSSooOooaoooogooo^oOoooSo 



r ~ 00 



°N^^^NO\0^<Ofo^oo H Ooo»n^O/N|^ooo\oovDOhO\0\n 
SoSSSooOoOoc^ooooOOogoooogooodS 



1016 



WO 02/00677 



PCT/USO 1/18569 



JO vp 01 oo |> 



<N 

CO j 



Q o 2 



d d -I d d 



^ . . . M . K . . . W . W . ^. K W M W 3 S S ffi W ffi B 

<— < t— < 1— f *-H r— « r— It— (i-Ht-h,—,^ » - - *• ~ * „ „ - » Crf 

o 3 £i o 3 J? 2 S£ £ £j 2 ^ ±* © S j gj JQ jo vb' vb jo ^ vb 



o 
vol 

m 

s 

I CO I 
HO 



! CO I 



ON I 
00 



o 

00 
I CO I 



IS 



o 
a, 

I CO 



o 
JO 

CO 



1017 



WO 02/00677 



PCT/USO 1/18569 



ID 

So 



T3 



rH vo ^ 
rv vo ^ 

t- ^ ^ 
P o o o 



co vo £ co 

i> ^ o 

g o o o 

X X « J 



oSooSooooSoSo^gSSo 



ON <N 

•*t in 
o o 




O ^ oo oo oo O 0\ 

■ vo co «o t- 



<o o\ 

, j a) 

[ CD co H 



3-1 



o o o o o 



o m o\ 
i co *n oo 
o i M bo 



cu O < < U 



CO 



o 



P4 

o 

CO 
00 
00 

o 



o 

CO 

oo 

00 



1018 



WO 02/00677 



PCT/USO 1/18569 



cm" « 

si 

Zj o 

.. «— i , 
VO 

oo o Kb 
vo o vd 

O r-( 



.22 

o £ 

w O & 

£ £ < 



^ <n of of ^ _r _r ^ ^ _r ^ ^ ^ _r ^ 

8* 



- o o 
oo -i W _ 

• - ^* en 

> . . 

> oi vo 

£ ^ CO 

O VO r-« 

q o 



* £ <* 5 a g ™ 



4 J « w a m j a a co j 3 3 3 3 g a g 3 3 3 3 3 



ts o\ o\ 6\ 
^ £ «n oo o\ 
^ C- «o *o 



» » - ~ r* ~ " * h " - r r ~ ^ - - - - ~ - - - " 



S(M C\ in ^ 6 vn do \X iX 
!^ .«0 .t » S K S O 



)2 b h vi (5 
o o o o o 



oo 

o 



\o 

1 — ( 

o 



oo 
D 

00 



to 
oo 

D 
oo 

O 



CO 



CO 

0> 



o 



O) 

I 

oo 



On 



CO 
O 



1019 



WO 02/00677 



PCT/USO 1/18569 















H0667: 1,H0542: 1 and 
H0506: 1. 




vo" ~ ~ ~ ~ ~ - „ - 










Ile-3 to Asp-9. 




3193 


3194 




o 
i 

m 


336 - 485 




1018 


1019 




HAOTB47R 


HAOTB58R 




HAOTB47 


HAOTB58 



1020 



WO 02/00677 



PCT/USO 1/18569 



T3 
c3 



<N - - . . 0\ oo \d 




8 



1021 



WO 02/00677 PCTAJSO 1/18569 



rf *f rf co co ^ co ^ en" ^ ^ ^ ^ co <rf of of ^ of of of of of of of oi of of of 

33 3SSggS§3333SS3 3SSlSSSSSSSSSS 

^f^f^T^co^^co cocococococOro*cocooiOI of of of of OJ OI Ol oi of of 



oqqqoggoSoqqqqoqooogooOooooooo 



1022 



WO 02/00677 



PCT/USO 1/18569 



^ CM CI <N| - 

s a 2 is 

of <N of <sf 



<N M Ol o[ (N M M M of 



CO i—i 

vo vo 
o o 

.J ^ 



t> CO 

vo o 
p o 



CM O 
00 & 

m vo 
o o 



O OC 

o o S 



<N ^ <N ^ of <n 



CM <N CM cM~ cf CM* CM~ CM~ CM rvf 



t> ^ *0 o 

SS S§ 



o 

SS 



CM G\ 

co vo 

as 



& s g S & % 
x « j § 3 3 

<N N C-f (sf fsf 



N <S -< „" ,h* rH 

\D >-H ( >, r - w v. n \^ 



oo 

CM 



VO *0 

£ JO 
Q O 



On O CM 
»o vo |> 

a a a 



irj VD ;^ o \f 
cm" cm" 



VO xf- CM 

o n m S 
o o O ^ o o 



iGS^S^^^cM^-^voS 



1023 




WO 02/00677 



PCT/US0I/I8569 



^X^XXXXXX^XX^^^^^XX^^^^^^cnX^^Zi 

^ooooooooOooOooooooooooooooooS 
wXXXXXXh^wXwcnXXXXXw^XXXXXXwitnXZlvy 



1024 



WO 02/00677 



PCT/USO 1/18569 



55 S £P © *o vo 

r? P t"* *0 O CO 

IS 3 3 3 ? S 9 9 b o o o o c 



^f* Q ^ i OO t^I 

St S 4 jn vo jo ^ 3: 2 



o 



S S ^ 29 2° ^ ^ ^ i^' od On «n a; 

BSSIiSiasissll 



S ° 

O co 
00 GO 



VO vo 

ON CO 
VO 

o o 



o o 
oo vo 

© o 



g o 



o vo 

VO CO 

p o 



VO IT) 

oo ir> 
o o 



3t »o 

58 



O 00 

oo o 

3t VO 

sa 



oo r . „ 
^. t t to M M 

S? 22 £ on 

^333 

o\ 



^ O ON 

^ oo oo 

i§33 



• <o n m N m' 

co 

O p ON OO 



I oo vo 



vo 



s 



vo 

§ 

o 



vo 

I 



1025 



WO 02/00677 PCTYUSOl/18569 













L0757: 13,L0731: 10, 
L0754: 7, L0770: 4, 
S0360: 3, H0553: 3, 
H0551:3,L0769:3, 
L0662: 3,L0659:3, 


oqooooooooqoooqoinooggoqq^ 


tr\ tr\ \ r\ VO VO C> OO (Si ^* CO Al- VO f""^ rr\ 0\ On /T\ rO ^f" vA rv^ r-H r-H IA 

voin<N?S^^^^r^^^^^^^^<^^^^<>ir^^t-coO\ 
g ^ o g g o o ooooooooooo o'o 3 S o o o 




Lys-15 to Gln-22. 




3197 




68-208 

• 




1022 j 




HAOTF84R 




HAOTF84 



1026 




WO 02/00677 

PCT/US01/I8569 




1027 



WO 02/00677 / PCTAJSO 1/18569 













^ ^ co~ C*f CO ^ CN <N of of ^ ^ <N - 


go§oo8Sooog^ 
T! "^t cn" CO co* of of of of of of of of 


co r** co </S vo ^ 9$ od ^3 oo oo oo c>i ^t* cn ^ 


co^ooco^vb^cooi^^r^csj 
o^^-co^t-vocNOOOvoo-r- 

JOoOOOOOOOoOO 








3198 




vo 

1 

CO 




1023 




HAOTF90R 




HAOTF90 



1028 



WO 02/00677 



PCT/US01/18569 



oo in vb" do 0\ On f4 

rO I\ rv~> CO i^s I 



• • - « « . '~~( 4 , ( 1—4 f-H , ,—4 . »> •» •» «, «» •» •> 

O oo ^; i^' iX ^ .. ^ '~" , *- ,T ~ f ^- < ^-'^'— , '-i| 



£ ^ v£ !0 <n E: ■ *o <ri i vi5 io \£> on 



^MMMMMIIliMlillliilil 



f - <S CO 
!T< «-H o 



§ o 8 o S 



vo co oo vo <o OO j 

t** l> vo CO 

ro VO ^ ^ «r>| 



1029 



* • 

WO 02/00677 PCT/USfl 1/18569 













CM CM 

cm 7! ^ o\ ov oo t-T K vo irT in «n in ^ ^ ^ ^ ^ ^ 


: 1.H0631 
1, L0759: 
1.H0445: 
1 L0581- 
1,L0594: 

: 1 and L0( 


2^vo^^^vb^^co^oocM^d^^SS^^«o^vb^H 
^jcoSqqoqqo2oQoog22qqqqqo 
#< ^^c^a N o\c^^VD^^io | ninin^t T: **^" ^ ^ ^" ^ 


rj o o vo r- 

!D r- cm vj vo 
o q o o o o 

K J W J J ffi 


i^inin^^coiotnr^i^s^otnincMj^^oor-osooc^oo 
ovo^^r^^cnr^r^^S<Nr^r-or-oor^t^oooor-v) 
jooOooooooOoooooooqooooo 




Glu-1 to GIn-8, 
Pro-31 toTrp-36. 




3199 




2-328 




1024 




HAOTG75R 




HAOTG75 



1030 



WO 02/00677 



PCT/USO 1/18569 



co co 

.1111 

Nf m ^ co" 

1 9 - 8 
§088 

_) ffl to r/> 



S M oo 
^ r- vo vo 
o en vo 
o q o 



en* cn co" of of of ^ ^ ^ of of of of of of 



CO 



W J J 

cn co 
^ ,t ^ ^ 

8 $ 5P ^ 

ma 



*Q O 

VD oo 

q o 




r-*.' CO VQ O 

oi vo 3h 

^ <N »n O 

o o o o 



OjgO 

H VO m 

O <N O 

o o o 



<N Ol Ol of of! 



CO O I 



3t »o vd 

I H 



of c^ Ol o4 oi of of 



to OJ 

CO 

O r-. 

o o 

_oo 00 



oi vo r- vp 

OJ *0 0\ 

ogoo 
oo ffi a; 



^ m — < 

oj r- 

o CO OJ 

o o o 



So S3 si 
a a a a g 

of of of of off 

^ ^ ^ 
•o r- 0\ h tr> l 

jq VO tq £ O 

o o o o o 



1031 



• 



WO 02/00677 



PCMJS01/18569 



of of of of of of <N ^ of of of of of of 

S ^ S ^ <-a : - 
w CO h-J 



On cn «-h 

vo vo vo 
m h 
o o o 



o- 

vo o 
oo 
o o 
-J ^ 



Ol o 

OO ON 

ro >o 
o 0 



2 2 o o 
pd ffi co x 



" of of of 7; «-< 

ON ON O O 



(N (N Ol (N M (N (N <N (N (m' 



of of of of of of 



o o q o p o 



O^Ai^^^oi^^oi 
^000^0° 



oj p r- 

o oi CO 

o «o vo 

o q p 

CO «-l >-J 



Ol On 
O O 



vo »o 

as 



On O ol vo 

vo vo vo ^ 

O O O o 

W ^ co 



oo h ^ 
& 5? ^ ^ 

5" vo o r- 
3| K v> t-l 



ONON^t-VOTj-ON^OOVOVOo^OON 

ooooooogooooSoo 



1032 



WO 02/00677 



PCT/USO 1/18569 



|0 h rH Q\ ^ 

^ <n ^ 

. — wOOoror^rin^'^^^^O^ v ""> O r 2 1J VD ;i ca 



SO 



I On </S <rj 



ON O £J 



llIliSlSSisiii§igiiiii«f fisss!=i 



(> 6\ iH tH 
3- O »H <S| ON 



^ vb i*- 6i ^ ^ od o 



1033 



WO 02/00677 



PCT/USO 1/18569 



- _r _r _r _r _r r-T — < — < - _T _T _s - r - * 

>— * »— < t— < t— < »— < H ^^^^^ ^ 

6 «n ^ J 2 S ^ i* ci d 6 S ^ «n oi o 
oooooooooooocoooS°oo-o 

Sooooooooo^oooooSoo^ 



~ <N 

< o 



o o 



o 



o 



5 

o 



woo 
Ho- 

£ o 



I 

< 



s 

CO 



ON 

o 



<N 

o 



1034 



WO 02/00677 



PCTYUSO 1/18569 



j CM 
I CO 

I CM 



loo 
ho 



ft; 

a 

te 



I 

a, 



~ CO 

a h 12 

J < CO 



oo 
o 

CM 
CO 



CO 
CO 



CO 
CO 



PS 



ol 



111 



*-* — < —r r-T _^ 

« n °o 6\ n\ iX rtv" !2 
»-4 >-l W tJ ,j j j a 



■ fc ^ S S 8 t t:' C- 



^ 22 » 6 n a 
^ J ? yrn Oi 



FSl 

i I CO I 



j <D <L> 
00 ^ 



(Ml co 



<N[<N 
co I co 



CM 
Ico 



CM 



CM 



loo 



oo 

CO J CO 

~ o 



On 

I CO 

jo 



00 



« 
S 
> 
< 



ON 

> 



CQ 



> 



CM 

s? 
< 

O 
I 



v oo 
I CM CO 

CO 

CM 

io 5 



CO 



IcO 

I CM 



OO 

lo 



IS 



CM 
On 



§ 



T 
Bit 

co Lj 



CM CM 
COIco 



OOl r-H 

i j t 
CO I CM 



CM co 
Ol O 



X 



CM l_ 



> 



OA 

SB 



1035 



WO 02/00677 PCT/USO 1/18569 





















): 1, H0486: 1, 
1.L0803: 1, 
1.L0666: 1, 
1, L0665: 1, 
: 1.H0690: 1, 
: 1 andL0747: 1. 




cn ~ 
— < <N „ 

o °^ o\ oo oo oor^rCvo^vdvov^vT ^ ^jr 
oo o ^ ....♦**• • • a; . . • - . . 

-HJ^qooqooqqgo^OoOqqq 


VO r-< "Sf CO Q "1 


^ooQ«ncJooONg\oMt^MooO\vo2°ovOoo 
^^^u^^u^o^^inr^^^tr-«n«o?2tcnr-cN 
2^^Cr^<^22^^£^Cr^^Crcn^^rrcn 
ffiqoqooqqoqoqooqogoqo 


Ser-54 to Gly-59, 
Glu-133 to AIa-147, 
Gln-153 to Gln-164. 


O 
o 

0\ 

73 
> 




Gln-12to Thr-20, 
Cys-39 to Asn-45, 
Thr-60 to Gly-66, 
Lys-99 to Asp- 106, 
Asp-119to Pro-127. 




3219 


3220 


3221 




191-445 


in 

j 

cn 


2-466 




1044 


1045 


1046 




HAZAD40R 


HAZAE44R 


HAZAG23R 




HAZAD40 


HAZAE44 


HAZAG23 



1036 



WO 02/00677 



PCI7US0I/18569 



^ 00 ^ ^ ^ co co~ rn cn cn ^ co~ ot* co~ ^ of of M of of of <N of of of of of 



00 S2 0 ,^ 4 

§ a a- a § 



VO 00 
p 01 



VO 0\ 

00 to 

3333 



vo 00 

0 £ 



^ on n m n ro <y{ 



co co co co co co 



vn 00 00 "^t 

h tjj H On 

ph vo n V) ^* 

o o o o o 

00 a a EC a 



i— < 00 CO 
\D t> 00 



o 00 o\ r- 2} 
^ n ro <n 5 

M O ^ h ^ 

o o o o S 

W CO J J ffi 
CO CO CO CO 

' O \D h n 

^ 0> ^ 

' vo vo P vS 

o o o o o 



CO O 

0\ G\ ^ TT 

iQ VOVOVof 



SgoooSooooSo 

a a g g a a a a a a a a 

of of of of of of of of of of of of 

rn o f: m 00 0.0 oi co vo vo 
0S00OO000000 



1037 



WO 02/00677 



PCT/USO 1/18569 



01 of of of of 



oi <n oa ~r 



8? 

X oo 



on »n 

vo vo 

o o 



^ o 
oo vo 
vo 
o o 
EC ffi 



of Oj Ol Ol 

?J of vb o 

S G\ On T 



04 



oo o o 
o 



oo l> On o 



oi 



o o o o o 2 
EC EC oo ^ oo EC 



o g 
EC oo 



oo^ECffijuXtEKoo 



<NO^ofol(N^<N04ofo^Ol<^04 



ON ON 

o 

O ir> 
O O 



04 

o4 v6 

^ £; 
o o 

oo >4 



ON ON 
^ OO V) 

vo vo vo 
o o o 

J ffi ffl 



00 ^ oo OJ 

t 4 ^J- oo v 

g o h io g 

Od io U -J ffl 



o^^^ONv^vo^^t-o^r-oJ^ 00 ^^ 
ooovgooqoSooOooOOog 

jaa^^a^ffi^ah s on oo a ec ^> ec 



1038 



WO 02/00677 



PCT/USO 1/18569 



<n o in 
*-< o <n 



i II 1 1 II 1 1 if 1 if 11 1 l i i I i i" i s e i' 



er> o 



1039 



WO 02/00677 PCT/US0I/I«569 



















1 and 






oo . 
1— < , — 1 

oo 

^ oo »n 
r- o 

Joq 

- OO i-J 

cN in o~ 
r- *n 

O t> l> 

o o 

_ _>JJ 


vo*nvovow^cn»nt^vo^)S^coS 0 or-r-^vo 
o*noooooooooo 0 gcooooqo 


r^^c^6\d\vb^d\vb<n£;^<»£ 
incocotr^voin^r^vovo^^^^^ot^t^x 1 ^^ 

SSSS3SS3SS§§SSSSSSgSS 




Pro-48 to Gly-59. 


Gly-2 to Ser-9, 
Pro-46 to Cys-60, 
Pro-62 to His-69, 
Pro-81 to Thr-91, 
Ala-96 to Ser-101. 


Lys-11 to Ser-16, 
Arg-20 to Glu-28. 




3222 


3223 


3224 




282-467 


> 

oo 

CO 


to 

VO 

1— < 
1— < 




1047 


1048 


1049 




HAZAG92R 


HAZAH79R 


HAZAI23R | 




HAZAG92 


HAZAH79 


HAZAI23 



1040 



WO 02/00677 



PCT/USO 1/18569 



^ ^ -f ™ co co~ cO~ CO of of ^ of of of of of <N <N of of 



O 04 

r-i in 

o q 
co _1 



S3 



o vo 
co 

2 ° 



; c4 



3£3 



!^ 



S £* o- r-" S 9 
qogbgo 
J K j J E 



oo 



W ffi w 



oo Q\ 
two 
0>{)0 

o o o 
H S » 



O -H 

i-H CO 

O 

o o 

a a 



M M M M 



On 2 

a k 



oo vo ko co to trT ro co* ro" co~ co of of of of of of of of of of 

3 



OJ VO 

q B 



00 



co \i5 
o oi 2J 

OO H V 

O o o 
±1 oo tC 



ON rf »n 

^ o o in o oo 

oo o- «£} vo 

o o o o o o 

^ ^ oo y a a 



V) ^ jo 
CO o o 

° o 2 

CO CO a 



m oo 

On 

in co in 
poo 

a a a 



3_a 



in 

co g 

§ a 



O ^ O M VI 

o* oi in on vo 
£; *q vo r- vo 

3 3 33.3 

of of of of Ol 

oo vh on vo vb* 

£2 IP 3t ^ 
tJ- r-* vo in 

o q o o 

co u y y y 



8 



1041 




WO 02/00677 



PCI7US0 1/18569 



^ (N ^ ^ ^ ^ ^ H " ^ ^ ^" H * ^ ^ rH* -h' ^ ^ H rH ^ H M " ^ H rH M ri" 

Of <N <N <N ~ *-T ~ r-T r-T r-T ^ ^ ^ ^-T ^ ^ ^ ^ ~ ^ r-T ^ ^-T ^-T 

SSqqoooooSgSqoOOoSoooooooooooo 



1042 



WO 02/00677 



PCT/USOl/18569 













6, L0662: 5, 
^,S0003:4, 
K S0192: 4, 


lllllllllllililllliilliilli 


L0659: 
50212: 4 
40551: <■ 




Phe-34 to Lys-41. 

< 




3225 




264 - 428 




1050 




HAZAI87R 




r~- 

30 
— I 



1043 



WO 02/00677 



PCT/USO 1/18569 



CO CO of of CN Of of <N (N of of ^ ~1 ^ ^ y-Z ~* ^ ^ ~* i-T 

oo'oo2o2ooooo2oooo 00 ooooooooooo 



1044 



WO 02/00677 



PCT/USO 1/18569 















: 1.L0803: 1, 
: 1, L0528: 1, 
1, L0664: 1, 
: 1, L0565: 1, 
: 1..H0520: 1, 
: 1, H0689: 1, 
: 1.H0435: 1, 
: 1.H0658: 1, 
: 1.H0660: 1, 
1.H0555: 1, 
1, S0432: 1, 
1.S3014: 1, 
1.L0758; 1, 
1, S0436: 1, 
1.S0196: 1, 
1 and H0293: 1. 




S0420: 2, H0575: 2, 
S0418: 1.L0005: 1, 
S0356: 1.H0619: 1, 
H0097: 1.H0581: 1, 
H0012: 1, H0373: 1, 
H0266: 1.S0250: 1, 
T0042: 1.H0625: 1, 
H0561: 1.S0438: 1, 
S0150: 1.H0641: 1, 
S0210: 1, H0693: 1, 
H0519: 1.H0690: 1, 
L0748: 1 and H0653: 1. 


iSlilsllllilllll 




Ser-54 to Ser-60, 
Ile-69 to Gly-74. 


Ala-17 to Asp-36, 
Thr-56 to Met-61. 




3226 


3227 




3-260 


1 




1051 


1052 




HAZAI89R 


HAZAJ72R 




68IVZVH 


HAZAJ72 



1045 



WO 02/00677 



PCT/USO 1/18569 




!> vo v-> \o 00 

P; V) M t 

o p p o o 

J J J (/) w 



on ;£ 
»o 00 

< 

2 2 2 
r-n co 

iii 

H H < 



00 

<N 
CO 



00 

CO 

55 



o 
00 

a 



o 
00 

a 

3 



21 

On 

r-. CO 
I S 

On 
<N 
<N 

CO 



1046 



WO 02/00677 PCT/OS01/W569 











S0360: 2, H0619: 2, 
H0393: 2, H0013: 2, 
H0575: 2, H0318: 2, 
H0581:2, H0051: 2, 
S0388: 2, H0428: 2, 
T0006: 2, H0673: 2, 
H0169: 2, H0674: 2, 
S0036: 2, H0616: 2, 
H0551: 2, H0268: 2, 
L0625: 2, L0768: 2, 
L0649: 2, L0775: 2, 
L0806: 2, L0805: 2, 
H0539: 2,L0731:2, 
S0260: 2, H0445: 2, 
S0434: 2, L0605: 2, 
L0594: 2, H0543: 2, 
H0170: 1.H0171: l, 
H0716: 1.S6024: 1, 
S0134: 1.S0218: 1, 
H0583: 1.H0650: 1, 
H0657: 1, L0785: 1, 
S0212: 1.S0282: 1, 
S0035: 1, S0030: 1, 
H0305: 1.H0638: 1, 
30348: 1.S0420: 1, 
L0005: 1, S0442: 1, 
30340: 1, S0476: 1, 
30645: 1, S0300: 1, 
30411: 1.S0278: 1, 
30549: 1.H0431: 1. 





























1047 



WO 02/00677 



PO7US01/18569 



«H \0 ^ rH ^ ^ Q 

00 22 50 00 *o 



ooSooOoQ^ioSoQO 



uS »r> 



d oo S ^ h 

^° ^ S ^ ^° 

O iri ^ VO VD 



^- h 0\ co co 
*n vo vo oo vo o 

2333338* 



= o 



OOoOoOo0^ 00000 OOfPf5Q | ^OOOOOOOOpo 



1048 



WO 02/00677 



PCT/USO 1/18569 



vo f3 & ^ S2 S S !S ! ^ 



_ *n 
_ o o o 
oo co ^ co 



ffi ffi ffi CO 



co 

|g 

00 o o 

oo K 
co t-( 



^ ^ ~ ff ^ ^ ?! ?! ^ <N Of (N of ^ 



?2 \t o\ 



2oocooooo 0 og 



3$ 



P £: SO co ■ - 
3 ffl a co 

— K vo irf in co co of of <N of of csf ~ 



O O i-h co 
m in \o vo 

2 S 2 2 o o o 
S3 -J S3 W _l J _l 



VO ON 

co J 



O- ON C^i Oi O r~( 

J{? J£ ^ <n 

h \0 h H h N 

333833 



SS 85 °^ vo ^ vo m 
i$ 4 

o o q o o o o 

J X J GQ GQ J J 



vo m 

^ aj 



o 

I CO 

<N 

J CO 



hn 

CO 



«n 



hn 

Is 



CO 

In 



Joo 

hn 

PQ 
N 



1049 



• 



WO 02/00677 PCTAfSOI/18569 











: 1 and 


••doJ , ~ ,fH, ~ ,1 ~ l '~ l, - ,TH, ~ , '-i 


k hJ i ac i as a i 33 § 3 3 3 3 3 3 8 v ij a 


KqoOoOOopoqS 

CO •.•.•»•»•»•»«...•• 

-.CNOl^^— 1 <—»'—< » T-H < 


SgSqOooqqqqqoqoooO 


3qqogoo§§5oB 




Ser-29 to Ile-39, 
Gly-42 to Trp-48, 
Lys-82 to Val-92. 




3231 




56 - 424 




1056 




HAZBI39R 




HAZB139 



1050 



WO 02/00677 PCT/US01/W569 



































1.L0766: 1, 
1, L0809: 1, 

: 1.H0690: 1, 
1.S0028: 1, 
1.L0748: 1, 
1.L0779: 1, 
1.L0755: 1, 
1.S0308: 1, 

: 1.H0543: 1 and 

: 1. 










:3,H0318: 2, 
2, S0330: 2, 
2, L0599: 2, 
1, H0038: 1, 
1,L0771; 1, 
1.L0655: 1, 
1.L0779: 1, 
1.L0758: 1 and 
1. 




12.AR055: 8, 
8.AR033: 6, 
6.AR061: 6, 
5.AR096: 3, 


t~~ r— )g c»vr- t-» r~- <n 
ooogSooqoo 


—ippSpppoo 


N fO 0\ O 

m in oo vo 
p p p o 
Ptf o$ 
<f <f <f ^ 




Gly-1 to Pro-6, 
Lys-58 to Asn-71. 


Pro-15 to Thr-22, 
Lys-28 to Arg-35. 








CO 

o 
o 

CO 

cs 

CO 

< 


Gly-1 to Pro-38, 
Leu-45 to Giy-64. t 

t 




3232 


3233 


3234 


3235 1 


3236 


3237 | 


3238 




3-323 


207-371 


2-199 


3 -245 1 


267-446 


VO 
<N 
i 


1-297 




1057 


1058 


1059 


1060 


1061 


1062 


1063 




HAZBJ69R 


HBAGS73R 


HBBBE13R 


HBCPI58RA 


HBJAC26R 


HBJFS85R 


4BJHY72RP 
OOB 




— > 

S 


HBAGS73 


HBBBE13 


DO 

in 

<— -i 

CL, 

U> 
33 


HBJAC26 


00 
CO 

1 


HBJHY72 ] 



1051 



• 



WO 02/00677 PCT/USO 1/18569 



- . CO „ r ^ ^ ^ 

ON . . <N ^ <N CN <N (N 

CO AO 



<o „ , ... 



5jqOqqoqqoOo222p2222ooQQQQ°2oo 



1052 



W ° 02/00677 PCT/US01/.8569 































: 1.S0260: 1, 
i: 1.S0192: 1 and 
• 1. 




S0280: 1 and SO038: 1. 








1:9,L0601:5, 
: 4, H0494: 4, 
3, H0484: 2, 
: 2, S0358: 2, 
: 2, H0309: 2, 
2, H01 88: 2, 
2, H0646: 2, 
2, L0644: 2, 
2, H0689: 2, 
2, L0603: 2, 
1.H0171: 1, 
1,H0663: 1, 


L0731 
L0596 
S0424 


KSoooooBoooo 




GIu-8 to Asn-13, 
Arg-16to Thr-29. 


Lys-23 to Lys-32, 
Ser-72 to Leu-80, 
Ser-90 to Gly-95, 
Leu-98 to His-103, 
Ser-106 toGly-113, 
Ile-121 to Phe-128. 


Leu-2 to Val-10. 


His-2 to Glu-28, 
AIa-37 to Giy-45, 
His-54 to Pro-62, 
GIu-69 toThr-77. 


Arg-1 to Arg-6, . 
Phe-27 to Arg-32. 






3239 


3240 


3241 


3242 


3243 


3244 




i — ( 

CO 

CM 

i 

r— < 


59 - 547 


vo 

CN 

i-H 
t 


i 


as 

CO 

i— t 

O 
•»— < 


2-322 




1064 


1065 


1066 


1067 


1068 


1069 




HBJMN13R 


HBXCG52R 


HBXFO08R 


HCACS53RP 
OOA 


HCHAJ85R 


HCHMM71R 




ro 

r— ( 

z; 


(N 

o 
u 

X 

X 

X 


oo 
o 
Q 


m 
in 

:/) 


>n 

oo 

=> 

33 


> 

s 
% 

X 

u 



1053 



WO 02/00677 



PCT/USO 1/18569 



a w ft « a ! a a 3 j 3 S w 3 g 

sgggggssssgs 



is 



^ ^ ro cn 

o o o 
o o o o 
K J a H 



CO 



CO 



£3 
j a 



CO ^ of 

o 2 o 
J a on 



do ^ 
— < tn 

VO CO 

o o 

a J 



CO ^ co ro co" co ci fN ^ 



oo oo CN CO 

t^. o 3. cn 
oggo 

a oo a 



S2 

O O 

a 



rt oo 
O CO to 

n 

o q o 
oo i-J oo 



<N o 

CM ^ 

co a 



m CO 

<£ i & 

Jb < E- 1 

H o o 

2 r- on 

,, , r-l CO 

iii) 

O0 O < 



O 

5 



o 

a 
u 
a_ 

o 

CN 

£ 
a 
u 
a 



r- 

i 

O 

£ 

2 
t- 

I 

c 

6 



u 
a 



1054 



WO 02/00677 



PCT/USO 1/18569 



<N <N <N Ol of of 

^ i6 92 72 *o o 



oooqbo22oOoSSoooooSSoo 



£ § 22 S5 5 <n vb ;o 



(N <N <N <N (S (N 



8. 
333 



§ 2 3 a 



1055 



WO 02/00677 PCT7US0I/I8569 















_T ^-T ^ ,_T ^ — ' i-T ^ ^ ^-T ^ ^ ^ ^ ~* o 




O in ro en co~ of <N <N 


S 8 * 8 I g 2 a ^ 1 8 g S S § § a 


-OoOoooooo 
.. c*^ *o in co* co co~ of of ^ 




t^co^-io^-vo*noi«o!i 




Arg-1 to Leu- 10, 
Ser-32 to Ala-45, 
Ala-58 to Gly-68. 


Tyr-3 to GIy-10, 
Glu-19toTrp-25. 




3248 


3249 




25 - 273 


32 - 754 




1073 


1074 




HCOMA72R 


HCOMB04R 




HCOMA72 


HCOMB04 



1056 




WO 02/00677 



PCT/US01/18569 



<N — i-Z ^ — » 7^ 7; 

PSSSS^O^gjg^o^ d 00 ^ g vo C 7 

2odpoo8oo222ooobooOo 



§3333333 



<N <N <N <N 



OOOOOOOooOOOOOooOo^OOO 



Oohcno^inoo 



1057 



WO 02/00677 



PCTYUSOl/18569 























1—1 

i— I »— l^^^^^-Ti— t 1 _ £J 






): 6, L0666: 2, 
2,L0751:2, 
2, H0483: 1, 
1, S0444: 1, 
1, LOTTO: 1, 
1.L0774: 1, 
1, L0658: 1, 
1, H0520: 1, 
1, H0670: 1, 
1, L0779: 1 and 
1. 


>: 7, L0748: 5, 
4, H0253: 4, 
3, H0620: 3, 
3, L0783: 3, 


: 1, L0664: 
: 1.L0438: 
: 1.S0126: 

: 1, H0670 
: 1.H0696 
: 1.L0751: 
: 1.L0755: 
1.H0445: 
: 1.H0595 
: 1.L0581: 
: 1 and SOI 


oooooooqbooo 




L043S 

H0255: 
Lin a 1 * 

H0617: 




Pro-1 to Pro-9, 
Ile-43 to Lys-48. 




Asn-10 to Val-16. 


Lys-11 to Thr-16, 
Arg-18 to Giu-24, 
Arg-31 to Leu-38, 
Phe-51to Glu-56, 




3250 


3251 | 


3252 


3253 




3-275 


m 

T— H 

CO 

r—i 


350 - 622 


2-523 




1075 


1076 | 


1077 


1078 




HCOMD38R 


HCOMD61R| 


HCOMFIOR 


HCOMF52R 




HCOMD38 


HCOMD61 


HCOMFIO 


HCOMF52 



1058 



# 



WO 02/00677 



PCT/US01/18569 



M M <S M CM <N 



o o 
X ' 



66 ^ 
o o 



i 

ON O 

ii 

OH 



o o o o 

3' 



g%gggggggggttstiittS°,-ig ga: 




3 

3 



1059 



WO 02/00677 rCTYUSOI/18569 























and S0276: 1. 








14, S0360: 9, 
L0659: 4, 
H0696: 4, 
S0356: 3, 
L0662: 3, 
H0637: 2, 
H0486: 2, 
L0763: 2, 
L0768: 2, 
L0805; 2, 
L0665: 2, 
H0672: 2, 
S0406: 2, 
L0748: 2, 
S0040: 1, 
H0657; 1, 
S0444: 1, 
S0410; 1, 


« — < 








^ in Tf co co~ ^ of of of <N o4 (N cn f-H ^4* 


[L0366 


















Lys-1 to Arg-8, 
Asp-20 to Thr-26, 
Gly-35 to Glu-48, 
Leu-66 to Arg-72, 
Phe-83 to Tyr-88. 


Trp-13 to Asp-19, 
Cys-29 to GIn-34, 
Ala-41 to Arg-52, 
Gly-54 to Gln-59, 
Arg-69 to Tyr-83. 




Pro-13 to Pro-22. 




3254 


3255 


3256 


3257 




IT) 
CO 


CO 
CO 


-436 


r- 
vo 




i 


1 

O) 
fN 


n 

CO 

ol 


i 

i— < 

<N 




1079 


1080 ! 


1081 


1082 




HCOMG28R 


HCOMG40R 


HCOMG82R 


HCOMH70R 




HCOMG28 


HCOMG40 


HCOMG82 


HCOMH70 



1060 



WO 02/00*77 PCTAJS01/18569 























1.H0643: 1, 
1.H0263: 1, 
1.H0014: 1, 
: 1.H0594: 1, 
: 1.H0687: 1, 
1.S0214: 1, 
: 1.H0674: 1, 
1.H0649: 1, 
1.L0646: 1, 
1.L0773: 1, 
1.L0388: 1, 
1.L0806: 1, 
1.L0655: 1, 
1.L0530: 1, 
: 1.H0689: 1, 
: 1, H0648: 1, 
1.S0330: 1, 
: 1.H0627: 1, 
1,50028: 1, 
: 1.L0779: 1, 
: 1, S0434: 1, 
: 1.L0362: 1 and 
: 1. 








L0743: 19.L0731: 13, 
L0744: 12.L0748: 11, 
L0666: 9.L075 L9, 


tc S a tc as:S a S 3 3 3 3 j 3 tc jc S a w j j j K 








Lys-1 to Gly-10, 
Pro- 13 to Asn-23. 






3258 


3259 


3260 


3261 




42 - 497 


244 - 618 


255 - 605 


OO 
CO 
CO 
1 

00 
CO 




1083 


1084 


1085 


1086 




HCOMI30R 


HCOMI37R 


HCOMLllR 


HCOMM12R 




HCOMI30 


HCOMI37 


HCOMLll 


HCOMM12 




WO 02/00677 



PCT/USOl/18569 



oo i> fC vo «n *n »rf co co~ co co~ co co ^ ^ ^ cn ^ ^ co ^ <sf rsf ^ of <N 

^ £ <N ^ *> ^ 



M vn ^ °2 ^ ^ ^ 

oo o0 qooo 
oo i> r-T vq"" vo tn u-f *n 



o o 
3 H 



CN CO 

Sg 



CO oo 

vo 00 

3 § 



g oi vb cs 



<s o )o G\ 
"4* vo & o\ 

(N ^ 

o o o q 
►J ^ >J »4 



rq do ^ S£ 
VD 2 ki ^ ^ 

o o o g 2 
ffi oo oo ffi K 



' CO CO CO CO CO 



cocococococo^co<sesfc^fcf^ 



oO ho o'o 



5 



CO 

co g 



o *n tn -^f 
iri os in co ^t* ov 

^ o o ° 8 o o - „ . ^ 

3tr;ffiggaaoo333oo3ffi3 



OooooooC) 



tn 



o «/-> O 

M O M 2) 

^t" O CO CX| CO 

o o o o o 

GO 00 OO 00 p3 



1062 



WO 02/00677 PCT/USO 1/18569 



<N <N Ol of <sf of of cvf <n of of of of of ^ of of of of 



of of of of of of of of of of of of of of of of of of of of ^ " 



^o&^^SRi^^^^^9^^S^Soio^oo^o^^^i^oj<^^ H Oi 

ggggSgg33S3SSSggS 3£SgSig£gg£3£S 



1063 



WO 02/00677 



PCT/USO 1/1 8569 



oooOoooSS^QpSPSoopooooOoogoOoo 



HOotWol^OlOrH^ON^NOiOrHooooooovocOvo^^iONVO^ 



S 8 8 

w H w 



0o gg.3g 



o g o o 
2 g S 



0 00 000000 °oOOOOoOo c ^ )C ^0 



1064 



WO 02/00677 



PCT/USO 1/18569 



qqqqqpoQOooooooOogoqgopooooooTD 

33333S3SSSSSS3gggg;ggaSgS3 3gSgS 



1065 



• 



WO 02/00677 PCMJS01/18569 













































4: 3, H0624: 2, 
2/H0124: 2, 
2, L0751:2, 
2, S01 16: 1, 
: 1.H0098: 1, 
: 1.L0157: 1, 
1, S0003: 1, 
: 1,H0553: 1, 
: 1,L0521: 1, 
1,L0768: 1, 
1.L0657: 1, 
1.L0666: 1, 
1.H0144: 1, 
1.H0670: 1, 
1.L0777: 1, 
1.L0589: 1 and 
1, 






^tovoin^o\^cMOvoo«nvocMr-^vo 
Ocor-r^^u^oi. vojnvooovovo^Ht-r^co 
hJooooo 0 oooooooooo 


Pro- 10 to Leu-20, 
His-27 to Lys-40. 


Phe-7 to Asp-29, 
Glu-31 toLys-38, 
Thr-46 to Thr-52, 
Glu-65 to Arg-72. 














3262 


3263 


3264 


3265 


3266 


3267 


3268 


3269 


ON 
i— i 
i— « 

OO 
ON 
<N 


vo 

CO 
CO 

i 


to 

CO 


166 - 492 


vo 

t-H 

1 

CO 


76 - 267 


oo 

r- 
i 

oo 


33 - 398 


1087 


1088 


1089 


1090 


1091 


1092 


1093 


1094 


HCOMM55R 


HCOM058R 


HCOMW52R 
POOB 


HCOMX77R 


HCONC18RP 
OOB 


HCONH28R 

• 


HCONK56R 


HCONK75R 


HCOMM55 


HCOM058 


HCOMW52 


HCOMX77 


HCONC18 


HCONH28 


HCONK56 


HCONK75 



1066 



WO 02/00677 



PCT/USO 1/18569 



»n \r> VD 
O S O 

W »J ^ 



r 2 2 °~ 



00 OO OO | 



n ^ h 6 ^ 
^ o n X o 

CO o © o~ o - 

I Vh >•-■<»—« t-m 00 

1 vb" ^ co 

i \o (N >n (sj o w 

i ^ \o tn h vo 1 

> o o o o o o 



VO T-H 

o o 

SB 

00 |> 



vo *n *n ^^t^* 

© 3 $2 «H <2 o 
In S £J vo r? oo 
S S \o t ci 



3§SS3S8 

■T \D *rT m irT *n 



^ <sf ^ co co ^ 

3: 3 3 s 8 w iffia 

Tt^Tt'cOCOCO CO cO 



in ^ 

v . , . M ^ On $ 



Or-oc^°ocoO\ON 



^ ON ^ ^ 

t> d co t-- 

rH ro co V 

Sgg3 



1067 



WO 02/00677 



PCT/USO 1/18569 



on co cn cn co~ rn *N of of of of °* ^ ^ <N of <^ of of of of of of of of ^ of of 

<2£oiovi>vbco*n 
n « \o <n so CO CO 



M op ro 
co On to 
O v> vo 
o o o 

a j j 



p IT) 10 ^2 
tn o r* 
«n vo p: 
ooo2 
a a J a 



rvl VO OO 

r- o 

OJ CO CN 

o o o 
co co E 



o o 

a a 



vo On m 
oo On 
in to to 
o o o 

a a a 



O »0 
^ O 
O O 

a a 



VO 00 51 CO ON 
r*«« t-4- 



oyoouoooo 

Njacojj^jj 



r*- co 

S3 



co 



S3 



CO ^ CO CO CO CO CO cn of of ^ <N <^ <n CN Ol Ol oj of of of of of of of <N of of 



0 ^ co 
ir> 0\ o 

01 iQ oo 
ogq 

co a u 



r- vo o £; 
«n o oo vo 
vo ^- 5§ 
ooqg 

^ co ^ a 



ill 

p o o 

h a co 



vo 

Is 

co a 



O CO Oi 

ir> co 

m co o 

o o o 

a a a 



CO 

CN i-H 

S8 



a a a »»j 



»: »: i; 

333 



3 8 £ 8 S 

vo oo vo i> 

S3S3S 



1068 



WO 02/00677 



PCT/USO 1/18569 



<>* <^ ^ ^ ^ _ ^ _ _ ^ ^ ^ _ _ _ . . ^ ^ _ ^ _ _ _ ^ ^ ^ ^ 

oobSSogooSSSooooogoogogoooSo^o 

(N <N <N ^ M ^ W «-< H " ^ «H H i"< ^ r^" TH ^ iH ,-7 ^ ^ i-H r-Z *H r-7 i-H ^ ^ 

|^oo\o0^o^^n^0^oooo^r^l^o^^^ooo^^n^^C^oor^ovovno 
oooogoS^oooooooooooooOoooooooo 



1069 



WO 02/00677 PCT/USO 1/18569 







1 




T3 




: 1, L5564: 
: 1.L0378: 
: 1, L0807: 

• 1, L0787: 

• 1.L0791: 
1, S0374: : 

: 1.T0068: 
: 1.H0682: 
: 1, H0658: 
: 1, H0651: 
: 1, H0696: 
1, S0037: 1 
1, S0027: 1 
1, S0206: 1 
1.H0445: : 
1.L0590: ; 
1, L0604: j 
: 1, H0653: 
1, S0194: 1 
: 1. 


5: 50, L075< 
31.H0644: 
29, H0551: 
21, L0659: 
15, L0663: 
13, S0360: 
10.H0031: 
10, L0662: 
10, L0757: 
10, S0420: 




J 3S 8 § 3 S § S 3 




Leu-2 to Leu-9. 




3272 




389-631 




1097 




HCONL67R 




HCONL67 



1070 



WO 02/00677 



PCT/USO 1/18569 



OO CO 



^ 

co o 

I CO 

?S O 
o ?s o 

x%x 



1 ~ H rr\ 



in 

o g 



to co co cn en co co 



O (N op 

Ot CO ON 

VO O tr> 

O O O 



co O 

o o 
3 X 



m o 

x 3 



X co 



" <i cf Cl ^ ^ 

vb 66 «n i> ^ 
^ o £2 

co \5 X 5^ 

o o o o o 



<»<»r-vo^;^»nin^^^Tfeococo*co co" co" ^ co" co" co" co" co" of of ^ ^ <sf of 



o i^. 

22 — 
gaq3 



<N P 



On on oi 

Tj" CO T* 

t> o 



On l> 



o o 



ON t-c 

<N co 

CO CO 

O O 



^ O s 
in 0\ 

k S JQ 

qog 
^ co PC 



co 

o m 

as. 



VO O 
O oo 

o o 



VO g 
Q o 



t> vb' ° 

vp h ^ »n 



a. 



^ o ^ ^ *n 
g o o o o 
uC co go iJj 



1071 



WO 02/00677 



PCTAJSO 1/18569 



cm cm cm cm <s cm csf ^ csf ef cm cm" cm" 



PQQQQ2oo»nooooo 



s»K^^w^q^qqqqqsqqqqOo 0 2o^;-; a 





CVCM en t}- v> oo O o CM 
cn^cM'~tl>asTtcMVOI 

ooooooooo< 


L0772: 
L0771: 
L0768: 


o^o^-iooovoOnon^cm^PSSS^^ 


H0036 



1072 



WO 02/00677 



PCT/USO 1/18569 



"d- VO- ON 
3" — < 



fUI cO ^ AC ^ . < » w ■> 



oo On o ^ 
O ^ 
o oogg " 



oo oo 



oooooOoSogoooSSSSSSS^Bgooooogg 



m 

m m ^- oo 



2222°ggo2o2ggggoooooo 



S£ £ VO jq ^ o 
O O O O o CO 



1073 



WO 02/00677 PCIYUSO 1/18569 









• 










1.S0206: 1, 
1.H0445: 1, 
: 1, L0590: 1, 
: 1.L0604: 1, 
: 1.H0653: 1, 
1, S0194: 1 and 
: 1. 








^oooooooooooooooooooo 


oo oi 0\ «n m JS 
<v) CO oo 00 ^j. O 

o o © o o o 2 
so co j j aq oo a: 


^3333333 33 3§8S3 












3273 


3274 


3275 




205 - 384 


tn 


o 
oo 

CM 




1098 


1099 


1100 




HCONN92R 


HC0N017R 


HCON025R 




HCONN92 


HC0N017 | 


HCON025 



1074 



# • 

WO 02/00677 PCT/USO 1/18569 

























T3 






CO « 
r— < t— l 

. . on oo ^ vo in" >n 


ffiooSSooogSooSgg 


or-m^rr^vo'~<oo^ 
i (— > i — ' — i ^ vn vd ^ *n 

..i-<ONoot^i>voVO<n 


*SSslsSS33SSS§§§ 




Lys-71 to Glu-76, 
Ala-95 to Asp-lOO, 
Asp-113 to Ser-134. 


Leu-33 to Lys-39. 

i 

i 








3291 


3292 


3293 


3294 


3295 


2-694 


2-661 


\o 
i — i 

<N 


2-229 


2-439 


1116 


r- 

5 


1118 


1119 


1120 


HCOOM18R 


HCOOM73R 

1 


HCOOQ46R 


HCOOS39R 


HCOOT43R 


HCOOM18 


HCOOM73 


HCOOQ46 


HCOOS39 


HCOOT43 



1076 



WO 02/00677 PCT/US01/18569 



v> ^ co co co co co ^ ^ ^ co" ^ ^ co co" of ^ ^ cN ^ <^ ^ <N of of 



r- Q 
o o 
i-4 w 



co' £ 

33 



is g\ 

o 
o o 



CN CO 
VO CN 

o o 



»-4 DC 



2££ 
§33 



<» vo ^ 
jo ^ in 

o o p 0 o 



On C*- 
On co 
m vo 
o o 



CN co 
co 

y ~~t CN 

o o 
oo co 



^ ON CN 

CO £ jq 
^ »n o 
goo 
K X ffi 



5; co co 

2 vo ^ 
o 0 o 



^ fl ^" t ^ ^ n ^ ^ ^ °° n to CO co* co" co" co" co CN CN CN CN cN CN cN cN CN 




1077 



WO 02/00677 



PCTWSO 1/18569 



of of of of of of of of ^ <n of of of ~* ^ 4 ^" ih" ^ ^ *-< *-« _j ^ r-T —7 

of of (N of of of of of ^ ^ of of of of ^ ^ *-* — « ^ ~* — 1 ^h" — T ^ — « ^ 
on cW <>o ^h" ^ : iri 6> I 2 o oi oi o oi o it ^FjiioiGr^^^^t^^JC^^ 



1078 



WO 02/00677 



PCT/USO 1/18569 



~ r: ~ r; ~ ~ f. ~ ~ ?; ~ - - ~* ~ - - - - ~- - - - - ~ ~- 3 i i 



llllilllllllilllli 



^ 6i ^" ^ 

Q\ VO 



saa&iaiaMMililiMIMllMMiij 



"3 ^ ^ 

^° ^ S ?n vo 



1079 



WO 02/00677 PCT/US0I/18569 











506: 1. 


3: 20, H0251: 11, 
11.L0740: 11, . 
11.L0757: 11, 
10, S0126: 8, 

: 7, L0596: 6, . 

: 5, L0665: 5, 


ooooooo28S°o 0< 3ooQoooooot3 




L074I 
L0771: 
L0731: 
L0752: 
H0144 
H0013 




Arg-13 to Val-20. 




3296 




147 - 488 




1121 




HCOOT68R 




HCOOT68 



1080 



WO 02/00677 



PCT/USO 1/18569 




1081 



WO 02/00677 



PCT/USO 1/18569 



Of Of C4 <N —T r -4 > ^H^^^H r -T'-'^ — I ,_T »-H r— ( »— t f-H r-T r-Z ^-T ,-7 i-H t-H 

qqqoogooqoooooopoooovoooooooooo 



1082 



WO 02/00677 



PCT/USO 1/18569 





























83SS33SSSSSSSS3S3S83SSlS 






Ala-20 to Asp-25, 
Asp-38 to Ser-59, 
Asn-103 to Glu-109, 
Pro-Ill to Ser-1 19. 






3297 


3298 


3299 




3-257 


58 - 534 


«— < 

m 
i 

co 
m 




1122 


1123 


1124 




HCOOU56R 


HCOOW72R 


HCOOX01R 
A 




HCOOU56 


HCOOW72 


HCOOXOl 



1083 



WO 02/00677 



PCT/USO 1/1 8569 



i-H O 

6\ « • oo 

*o vo 

o ^ 

3 S S 

^ o . 



VO VO ^ »n ^ in »n UO ^jT ^jT en cn cn cn of of 01 <^ ^ CN <M <N of of of 

oo 

is 

oo t£ 



^ ^ 

<^ i? 
cn SO 



oo^invo^rvotncn 
o o o o 2 o o o 

x vj m w ffi j j k 



2 r- vo 
o o o 

GO »— ] >~J 



Ah O 

m *n 

r-s. *— t 

O o 

3 ffi 



(N m a iO 

vo tj- o\ 

)o cn r- oj 

q o q o 

j j a 



°v ° cn 

So 

^ o o 
o O o 
K PC a 



ffi a co. 3 3 



.^0>cx3VOvo^^^w^in^Tfrf^cn^en<^cn<^<^^<^of^ 



^ 50 ^ 
t on m 



r- vo m o ^ vo - 



3o o o o 
EC S >-) t-J oo 



oo cn Ch 

in vo O 

cn g oo 

% i-l -J 



vo O 

<N 00 

O O 

CO 00 



OO ( — F"- rr\ 

3 3 ^ oo 



o o 
m oo 
vo m 
o o 



vo in ^ 

oo tt irj 

£ o 

O O o 

X co 



vo —» cn vb 

H H VD 

X vo tn vo r- 

o O O o o 

tin a t-j (-J 



i 

O 

o 



X 



X 

o 
o 
a 
x 

i~ 

X 

o 
o 
u 



1084 



WO 02/00677 



PCT/US01/18569 



oooboooooo 



66 o ;j} vo <n ^ o so co oo di _ 



rsi rvf /^r -^r *vr ~ - r - - . r vj m h ^ 



_ _ <o 
^- l> vo 



(M (N (N (S <N 



vo 

o ^ 
oo vo 



3 3 s => 3 2 s o S o s - S 8 S S 3 S S 8 S 3 1 1 S 1 1 1 g 11 



1085 



WO 02/00677 PCT/USO 1/18569 



• 
















-a 
c 






3: 4, L0747: 4, 
4, H0620: 3, 
3, L0774: 3, 
2, S0280: 2, 




^piHco^CSco^co\b*oo<NMD 


Q\ O <N 

t- r- r- <s 

OM^VO 

J o o o 




Leu- 13 to Gly-21, 
Ser-27 to Ser-42. 


Asn-67 to Arg-73, 
Thr-96 to Gly-102. 


Ala-1 to Leu-7, 
GIy-14to Arg-19, 
Tyr-34 to Asp-41. 




3301 


3302 


3303 




203 - 349 


*n 

CO 

i 


3-446 




1126 


1127 


1128 




HCOQX48R 


HCOOY43R 


HCOPA60RA 




HCOOX48 


HCOOY43 


HCOPA60 



1086 



WO 02/00677 



PCT/US01/18569 











: 2, H0290: 2, 
: 2, L0800: 2, 
: 2, L0766: 2, 
: 2, H0547: 2, 
: 2, S0380: 2, 
: 2, L0758: 2, 
:2, H0295: 1, 
: 1.H0125: 1, 
: 1.T0060: 1, 
: 1.H0150: 1, 
: 1.H0024: 1, 
1, H0688: 1, 
: 1.T0023: 1, 
: 1.H0424: 1, 
: 1.H0412: 1, 
: 1.H0633: 1, 
1.L0646: 1, 
1, L0804: 1, 
1,L0783:1, 
1.L0788: 1, 
1, L0663: 1, 
1.H0670: 1, 
1.H0522: 1, 
1.L0439: 1, 
1, L0759: 1, 
land S0196: 1. 








Asp-28 to Glu-34, 
Ala-38 to Ile-44, 
Ala-64 to Arg-77, 
Gly-82 to Ala-88. 




3304 




2-598 [ 




1129 




HCOPB03R 


■ 


ro 
O 

o 
u 
u 



1087 



WO 02/00677 PCI7US0 1/18569 















































o 


t— T r— T t-H '~ H 










cm « « . - o 

CM < i— i «-« VO 
CM vo 






O^r-^ooc^vot^voSSJ 
jvoJ^r-u^cnvocoVoS!^ 


OO H H \0 CO O 

vo »o cm o oo W 
o r- o oo vo 

m . <s" i-T ~ ~ 


L075: 
L0659: 
LU665: 
H0494 
L0596: 
H0646 




L0552: 
L0806: 
H0682 
H0672 


L066? 
H0435 

H0647 
L0664: 
H0670: 




Phe-1 to Gly-7. 


Arg-37 to Gly-44, 
Asp-76 to Gly-87. 








Thr-6 to Cys-16, 
Tyr-40 to Lys-47, 
Ser-61 to Gln-66. 


Arg-1 to Ser-7, 
Ser-25 to Phe-32, 
Leu-39 to Ser-44, 
Arg-58 to Gly-63, 
Ser-140 to Thr-145. 


Pro-7 to Phe-15, 
Gly-26 to Arg-31, 
Asp-35 to Glu-43. 


oC 

I 

CO 

o 

OX) 

< 


3305 


3306 


3307 


3308 


3309 


3310 


3311 


3312 


3313 


3314 


3-89 


T-H 

vo 

<N 


2-400 


243 - 398 


oo 

<N 
CO 
1 

<N 


o 

i 


vo 

CO 
1 

o 


i-H 
o 
vo 
i 

CO 


1-267 

i 


3-620 


1130 


1131 


1132 


1133 


1134 


1135 


1136 


1137 


1138 


1139 


HCOPC45R 


HCOPD67R 


HCOPE27R 


HCOPH51RA 


HCOPI09RA 


HCOPM42R 


HCOP034R 


HCOP036R 


HCOP088R 


HCOPV41R 


HCOPC45 


| HCOPD67 


HCOPE27 


HCOPH51 


HCOPI09 


HCOPM42 


HCOP034 


HCOPQ36 


HCOP088 


HCOPV41 



1088 



WO 02/00677 



PCT/USO 1/18569 

























3: 11.AR061: 
1104: 5.AR060: 
)89: 5,AR055: 

4: 3, S0358: 2, 
: 2, L0809: 2, 
: 2, L0745: 2, 
: 2, L0752: 2, 
: 1, T0048: 1, 
: 1.H0428: 1, 
: 1, S0438: 1, 
: 1, L0770: 1, 
1.L0773: 1, 
1.L0804: 1, 
1.L0659: 1, 
1.L0791: 1, 
1.H0134: 1, 
1.L0748: 1, 
1 andL0756: 1. 










Asp-61 to Asn-67, 
Thr-69 to Lys-75, 
Leu-105 to Ala-112, 
GIy-126 to His-134, 
Gly-172 to GIu-179, 
Pro-186 to Asn-199. 




His-39 to Asn-45, 
Cys-68 to Cys-75. 


His-37 to Asp-42. 


_r *> 

r-t ^ 

T— < 1 

i <u 

^ o 
o +- 




3315 


3316 


3317 


3318 




1-582 


r- 

f 


On 
i 


1-582 




1140 


1141 


1142 


1143 




HCOPZ15R 


HCOQA38R 


HCOQA80R 


HCOQB12R 




HCOPZ15 


HCOQA38 


HCOQA80 


HCOQB12 



1089 



WO 02/00677 PCT/TJSO 1/18569 





























0589: 




.c 

d 

inCOCM Cl »-* *" H ^* W ^ r-T r-T rH r7 ^ 














0: 2 and H 




ovbdN^cooo^S^fNooovbdN^in^ 














VO 

o 




L079< 
L0809: 
L0751; 
H0674 


L0774: 


t^coiS^9 , ^-vooor-r-vo>o\o 












His-54 to Gly-63, 
Asp-73 to Lys-79. 




Lys-1 to Gl n-7. 


Lys-1 to Asp-21, 
Lys-61 to Leu-71. 


Glu-66 to Arg-72, 
Pro-148 toSer-154, 


Met-3 to Ser-16, 
Cys-25 to Asp-35, 
Glu-42toLys-52, 
Ser-55 to Glu-63, 
Glu-74 to Thr-79, 




3319 


3320 


3321 


3322 


3323 




VO 
i 

i— i 


281 -466 i 


3-248 


o 
m 

i— c 


On 

CO 
VO 

i 

VO 

o 




1144 


1145 


1146 


1147 


1148 




HCOQB56R 


HCOQB58R 


HCOQC71R 


HCOQD29R 


HCOQD38R 




HCOQB56 


HCOQB58 


HCOQC71 


HCOQD29 


HCOQD38 



1090 



WO 02/00677 



PCT/USO 1/18569 



co .. 
O ^J- 

O m 

o r- 
oo o 
»— l 

in „ 



^ ^ oCo\ °^ oo r- l> ^ vo «n ^ in ^ ^ ^ ^ 



H H O 



oo 

in vo 

O 

00 o 

SI 



a\ oo w oo 
on ^ (N 

*n co |Q ^ 
o o o g 

ffi a: e 3 



vo in in 

£: ^ cn 

O co v M h 

o o vo o 
o o o o o 
^ J H ffi ffi 



in in ^ 



^ ^ rl-" 



^ 3 ^' H-* <^ 

^ Jo 5 i i 



_ - in 

S S g g o 



^- ^ cn 
^ -co " *-< o 

rn t »n OO 

*-} i— J 00 ' 



o r- 

CO O 
CO i-J 



CO ^ 
O £ 

00 o 
oo- X 



^-i^^C^ooVOt-t- 
CO io VO T^f- 



i> o 

rO 



S cvi \i> £ 

3t *n io T-f co 

o o o o o 

a ffi ^ oo 



VO <vj" 
VO 

o o 



oo oo 
r-i m 

£j *-H 

2 in 
woo 

2 ON 00 

. O CO 

" *—( «— I 

oo , 

<D D X! 



co co" ro" 
O O I oo CO \o <sj 

o^inincj^oeocs 

GO t ^^l t -J00ffi00GO 



i 

00 



0\ 

CO 



CO 
CO 



)0 
0^ 



& 
o 
u 
g 

Q 

a 
o 
u 



1091 



WO 02/00677 



PCT/USOl/18569 



^ cf co co cm 



^ no 

CO 



go 
B S3 



oo ro 

g CO <<t 
JXj CO -J 



On r-« 

o o 
*4 



of °^ of <N ^ ^ <N of of of of of of 



„ oo 

oo w oo a 



On on -<t vo 

v£) O h to 

co ^j- »n — < 

o o o o 

a a a a 



00 vo co 

*-< ON VO 

CO T-l ^ 

O O o 

a a 3 



vo *n 

VO fH 
O* VO 
O O 

a a 



of ^ of of oi ^ of of 



vo 



oo 

Tfr g CO 

3 a a 



<0 O- 
CO vo 

o o 
o p 
oo H 



3: oi ^ oo 

cn o x 

o o o q 

GO GO 1 I 



co co co co co co of oi of of oi cm oJ ol <N oi <N ol oi of of ci of csf ^ rf of ci 



OO OO VO 

co ol O 

Tt" CO OI 

o o o 

OO 00 00 



oo a oo oo 



oo O 



o oi oi vo ON 

m oi vo vo jo 

*-« ^ £: £ 

o o q q o 

oo oo »-3 a 



1092 



WO 02/00677 



PCT/CJSO 1/18569 



<N d csf of of <N *-< 
<6 <^ vb* g> £ 
^ ^ o 3 



.„ Bsasassiissssisggasssaa 

S 2 t! 2 21 .« - . r 7. r. r>* ~* « ~ ~ ~ - - - - - - - - * Z? 



3S 

*o O 
O m 



c4 

o o 
s o K 



ON tJ- cn vo 
t ro C\' V) O 
^- \r> jo »o 
q o q o o 
±j co pq a 



SgSoooSs^oooSo 



1093 



WO 02/00677 PCT/USO 1/18569 



iilllillilllllillllillilliiiii 



S2o22222222o2oooooooooooogo 0 oo 



1094 



WO 02/00677 



PCT/USO 1/18569 



-a 
a 



^ c« ^ 

o g 8 o 

S (/3 (/) S 



do oo vo ^ 

. vo \o ^ 

o o o o o 

X U a X X 



C 

vo.- •••••• .... • • . . 

o^-r-r-r-^o^oot^oooo^or- 
joooooogoooooomo 

COO<MM HrtH HHHHHHH HH 

. „ . . , m „ „ 

^oo£^<^^£2;vo<d-o\covo^ovoo\ 

-»3g33ggg3S3SS3g§§ 



co 

CO 



O 
in 



„ - CO 

- vo £ ° 

CO £ VO ^ 

<£> J 

o o 2 o 

CM »T) ON 

£ & <> 



VO 
CM 
CO 

m 



O 
u 

X 



o 
u 



o 
u 
X 

CO 

°, 
a 

o 
u 
a 



VO 

ol 

o 

u 

I 

8 

X 



ON 

fN 

CO 
CO 



oo 



a 
o 
u 

X 



a 
o 
u 

£3 



o 

CO 
CO 
CO 



VO 
CN 



55 

a 
o 
a 



55 
j— < 

a 

o 

o 



1095 



WO 02/00677 



PCT/USO 1/18569 



















































s^s&SS £3 PASSES 
















L0665:4,L0743:4, 
H0486: 3, H0123: 3, 
H0024: 3, L0528: 3, 
L0748: 3, H0170: 2, 


J 3SSSSS3333333-S 














Arg-1 to Val-23. | 


Phe-94toGlu-102, 
Gln-133toThr-140. 






Asn-29 to Gly-38, 
Glu-50 to Gln-58. 


3331 


3332 


3333 


3334 


3335 


3336 


3337 | 


3338 


3339 | 


3340 


3341 


8-457 


3-707 


00 
<N 
co 

i 


i — < 

$ 

1 

i— i 


o\ 

»n 
t 


3-398 


CO 
I 

CO 


CO 

VO 
1 

CN 


T-H 

CO 


75-443 


2-430 


1156 


1157 


1158 


o\ 
m 


o 

VO 

i— » 


\o 

i-H 


CN 
VO 
( 


CO 
VO 
i—( 


vo 


to 

VO 

1 — < 


\o 


HCOQJ06R 


HCOQJ07R 


HCOQJ36R 


HCOQJ79R 


HCOQK86R 


HCOQL87R 


HCOQM87R | 


HCOQ079R 


HCOQP32R | 


HCOQSllR 


HC0QU15R 


HCOQJ06 


HCOQJ07 


HCOQJ36 


HCOQJ79 


HCOQK86 


HCOQL87 


| HCOQM87 | 


HCOQ079 


I HCOQP32 | 


HCOQSll 


HCOQU15 



1096 



WO 02/00677 



PCT/USO 1/18569 



(N <n — ■ *-< 



-a 
a 



io o o 

|<N <N of 



I v>> \b \i> r-* o d\ od 

SSSSSSSS 



O O o 

|g g g *£> cn 

tea j 



« <N 
00 ± 

co 



CO 



i — i 

CO 



s 

ex 
o 
u 



£4 
D 

a 
o 
u 



1097 



WO 02/00677 



PCT/USO 1/18569 



co~ co~ of CM of ^ of of of CM* CM ^ of 



CM Os 

to <q 

o o 

3 X 



>£ 6s' 

oo vo 



O oo 
cm vo 

33 



3 



iO CO 
tn oo 
vo " 
o o o 



vo vo 

2 Pi 
o 

o o 

co oo 



o 

w 

'Z? CM ^ UO 



cM^o^vboooOvo^vboN^ 

H<Noo^ooO\^|Ng^ooSh 



o^oopoooooooo 



<N co VO 
VO O CM 

vo oo io 

333 



co co CM cm cm cm of of of of CM of of cm 



oo on 
oo xj- 

3 S a 3 £ 3 



3 £1 

3* 



CM CO 
CO lO 



on cm 

CM CO 

vo m in 

3^2 



CM d6 O fM 

o § S o 
co i—l DC 



vooo^coh^oovoinvD^o^ 
ooSpoooooogS^ 

X CO J J 



CO vo 

r- r- r> 

33^ 



co" o\ 

co ^ vo C; 

S * i 

co H H H 

2 o o o 

oo |C oo 

N t ^ ^ 

* S3 ^ £ 

co H co H 



1098 



WO 02/00677 



PCT/USO 1/18569 



CO 



ON Tj" C\ ON oo 

^ s a; a aq g ^ ^ 



^ o S2 




^" rn ^ erf ^ 

2 oo to ^ 

co on jq ^ On vo 

* »J w a 33 S3 j 

^ co rn n 

ii 2 6 ^ Q 
^ r£ vo °9 oo ^ 

3 >JR )Q co vo o 

2 2 2 8 o o o 



vo 

q o 



CO Of <N Of (Nf rfl 

h o g ^ \o ^-f 

co S3 EC x °^ 
co (o co~ cN of of ^ of 

vo to oo ^ 
r- vo jn in \o 
o o o o >s o 



in vo 
t** t— ( 

q o 



CO 
CO 



ON 
CO 



oo 
vo 



Si 

o 
u 



8 

S3 



1099 



• 



WO 02/00677 



PCT/USO 1/1 8569 



01 of of of of of of 
o 



_ w ^ 5 ^ n o 

^ooo(5ooSo^ooggoOooogogo3o^oSo 



^ w ^v-j mj \u ^ ' — i nj in ia w ,i fi v ; 



o 

of <N <N of of <>f of of of 



h oo oo 



OOqOqOqO<SOOO 



1100 



WO 02/00677 



PCI7US0 1/18569 



§ 2 § S 3 % ~ ^ » J ^ on vo S o ^ o\ r : o r : § & ^ - 

tea w«»^ j j i j i jS38aSaa8a§33 38 8 

_ i-« ^ ? H tH H * H " ^" H rt ^" * * * * - * 

•« . . . . ' — 1 *^ T ~ l T-H 1 ' 



^ ^ 

VO 

M |> vo 

-33 



T3 
S3 



o o o o o 2 o ^ ^ ~ 



oo in vd 

•« - - ~ < , . ,~ JO <^ 



vo r- ^ o\ 
vo vo on .1; 

n O M ^ 

co ft co a 



2; 

^ ^-i "vf 

g3 33333SSggggsag3gj 5 



3" !£3 p\ w 2> sb o< ci »H vb 4* sii m ^' 



CN CO 

O o 

22 S 



<N *n co 



o 



oo oo vo 

ItN CO VO 
CO O Q 



CO J CO 
CO CO 



CN ho 
co ( , 



O h-w 

Mr- 



X 



CO CO 

col 

>< \>< 
o o 

U U 



CO I CO 
CO 

--^ >< 
01040 

a a 



1101 



WO 02/00677 PCT/USO I/I 8569 







































H0659: 1.H0670: 1 and 
L0758: 1. 














L0770: 3,H0685: 1, 
H0581: 1.H0553: 1, 
S0150: 1 and H0670: 1. 


CO ~ 

H (N H m 


..^^^o\oot^t^^vo ,r >»nin«r> T: l" r J"'^"'' ;: l" 


tooo*^<si^c^vboocN\>) jnvb^vodsco^-^ 




Lys-1 toLys-13. 




in 
>— < 

r 
CD 

2 

i — t 


Val-1 to Gly-9. 




Asn-1 to GIy-8. 


Asn-7 to Pro-33, 
Gly-40 to GIy-46, 
Tyr-49 to Tyr-71. 


Leu-35 to Tyr-40. 




3347 


3348 


3349.. ; 


3350 


3351 


3352 


3353 


3354 




387-473 


r- 
o 
*n 
i 

H 


VO 
cn 

r— i 
I- 

<N 


CN 

ON 

CN 
i 


CO 

o 

CO 
1 

1 — ( 


t — t 
i— i 

vo 

1 

CO 


CO 
1 

no 
O 


o\ 
1— < 

i 

CO 




cN 

r- 


CO 

O 
t— < 






vo 


r- 

r—i 


oo 


1179 




HCOQZ02R 


HCOQZ86R 


HCORA95R 


HCORB20R 


HCORB43R 


HCORB66R 


HC0RI18R 


HCORI25R 




HCOQZ02 


HCOQZ86 


HCORA95 


HCORB20 


HCORB43 


HCORB66 


HC0RI18 


HCORI25 



1102 



WO 02/00677 



PCT/USO 1/18569 



^ ^ \f co~ co ^ co~ cn ^ ^ co cn on co~ <N <N cN cN (N ri cN <N ^ 01 °* 



00 o\ 
o o 

C5 J 



CO OO 

CO H- ) 



O VD 
00 00 

o o 



" O ^ 
,7 OO (O ^ 

8 a «* ffi 



5 



CO 



vo r- 

o o 
-J J 



CO 00 
VO CO 

O O 



CM <N 
IT) Tj- 
rH CO 

o o 
CO 00 



r- 00 
*n co 
vo vo 



tj- o <N 
vo co 

CO CO ' — < 

000 
co 00 co 



o o 



in 

00 cN ^i" 
»n ^ «n 
000 
W PC K 



Tt^^^^^CO^COCOCO^^ 



^vf f\f cN CN CN 





CN O 

opoo 
^ H b 



1103 



WO 02/00677 



PCT/USO 1/18569 



CM of 

8 ° 



of cm of of CM 



oo <JJ 

oo £ 



^ ^ 

vo vo ^ 

o o 2 
co 35 



cm of of of of oj of cm* of of of cm cm — « ^ ^ i-f ^7 ^ 



vo 

*n vo 
o o 

as a 



S: 



o-p: 

q o 



«> ^ 5} S 
p-t vo *- H f2 
m vo »Q ^ 
o o o o 



^- on o< 

A £ on vo £> g 



CM VO m cn OO - 5 

o oo in vo in cm g 



o o o o o ^ 

f-H £C ffi 3h K r/5 



O 

oo 33 



CM of of CM CM of CM of CM CM Ol of of of of Ol of CM of of of CM CM CM 



O o 

S 62 



CM 0 

cq B 



vo ^ 
vo ^ o 

§ o? § 




wn »o po 
in oo vo 
vo m vo 

333g 



CO t-j " 



GO 



Qog 

t-J CO ffi 



cm cm vo vo 

^ N r- vo 3 L 

o o o o o § o 

pq pq ^ a oo co 



1104 



WO 02/00677 



PCT/USO 1/18569 



ooo 00 ooo 000 oOooooooooooooOoSoo 



1105 




WO 02/00677 PCT/US01/18569 



























352: 1. 












qooooooooooooogqoqqo'g 


qqqqqqqSooOoogoqqoqqO 




Glu-9 to Gly-17. 


Lys-14to Gly-26, 
Glu-33 to Arg-44, 
Pro-64 to Pro-69, 
Pro-79 to Asn-88, 
Thr-109 to Pro-123. 




Ala-17 to Asn-23. 


Ser-1 to Thr-8, 




3355 


3356 


3357 


3358 


3359 




48 - 206 


r- 

CO 

m 
i 

i — • 


2-463 


158 - 325 


37 - 303 




1180 


1181 


1182 


1183 


1184 




HCQCR82R 


HCRME42R 


HDABR53R 


HDLBE03R 


HDPFI26R 




HCQCR82 


HCRME42 


HDABR53 


HDLBE03 


HDPFI26 



1106 



WO 02/00677 



PCTYUS01/18569 



I 1 1 

Re? 

P o 

fi-H co 

i . 

OG 



S 

§1| 

o K _J 

8S 



^ ^ (N ^ r-T — T r-T »-? r-T * — T _T « * - - ~ „ * 




B r-l 



f>) CI H H H H H H M " H* rH H H * 



oo tn 
H 3 



(o n h *n O o rS x+ m <J oo md u\ -d* S 

aaMMiiiiiaiiiiiiM 



o 
co 

CO 



r— ( 



co 

CO 



00 



S3 

< 

H 
Q 
S3 



1107 



WO 02/00677 



PCTAJSO 1/18569 




1 ^ 
< 5 

2 o 



CO 
CO 



VD 
co 
i 



05 
oo 

CO 

PC 



CO 
CO 

Pi 

►—J 



1108 



WO 02/00677 



PCT/US01/18569 



1 00 co en cn cn 



IE: <^ 
ho vo 

2 ° 
£ 2a 



<r» en co co ^ of cf of of of of of of of of 



Ol oo 

CO ON 

o «o 
o o 

X ^ 



CO p 

io fcr 

VO VD 
O O 

hJ EC 



*o m 
to o 

p o 
tC 



£ oi 
w oo 



1 00 CO co co 



vo oo 

t> o 

CO Ol 

o o 



in ^ 
o o 



vo o> 

oo o\ 

o o 

X K 



^J" o 

o o 
X X 



^ of of of of of of of of <N 



co ^ 
O 00 

X oo 



CO CO CO CO CO fN| ol 



O vo vp cn in 

"3- vo vo 

vo «o vo CO CO 

o \n o o o 

-J -J hJ J J 



vo oo 2 
l> co 

£: ^ S 

o o 2 



is 



So 



CO 

O to 

oo vo 

as 



vo o 
o oo 



VO ^f- 

vo S 

S P 

B K 



CN^^^C^OI^OJOI ofof of of of of of of of of of 

I s - \H H O fO N m rl i.' « « • - 



vo 



O co 
io cn 

S8 



Oj CO 
O r~f 

o o 

3_2L 



oo O 

»n o 

p o 



0 g\ cn ^ 66 

01 vo vo 
*q r- r- 



o\ r- 
m o I - 

VO OO «0 

o o o 



1109 



WO 02/00677 



PCT/USOI/18569 



<N (N CNl <N 



CO ON ON o\ O Ai 



ooooooopoooooooSooo — ^ 



cdooooooS°SSP22SSSSS2SSoSoS2S°o 



(N <N (N M 



OOOOOOo 0 0 000 OOOOOOOoOOo 0 0°0000 



1110 



WO 02/00677 



PCT/USO 1/18569 























1 and 












On o tJ - ^J* vo vo oo cO' — ( 0^r^M\n^^QAi'Q\ \}-[ oo oo 
n o o o o 10 ^.^00000 0 8 




i—T on 

of «n vo 

X! J J 

° 2 

2 Ol o 

oo vo 

A <L) DC 

H Ot < 


Arg-1 to Cys-23, 
Trp-25 to Ser-35. 


Ser-10 to Thr-34, 
Ser-37 to Asn-89. 


Thr-15 to Ser-26. 




3365 


3366 


3367 


3368 




1-288 


o 

1 

CO 


32 - 376 


CO 
<N 
* — i 

i 




1190 


1191 


1192 


1193 




HE8QX44R 


HE9QU94R 


HEAHF02R 


HEEAY40R 




HE8QX44 


HE9QU94 


HEAHF02 


HEEAY40 



llll 



WO 02/00677 



PCIYUS01/I8569 



VN 

o vo 

. .. oo 
.. 

*n x> 
— < 
o vo 
hi o 



vo* tn ^ ^ cf co co ^ c4 of ^ ^ of of of of of of of of of of of 



06 ^ »o 
tfv ^ uo 



5 S § £ 
o g o 2 o 
J K J s J 

vo* vo" </-f ^ ^ ^ CO CO CO* cn co of of of of ^ of 



co r- 

VO 

vo £- 

33 



So 
x x 



ON C\ ^J- 
VO CO 
O- ^ 

>-) X (A 



m o- 

On in 

cn vo 

o o 

X X 



vo o 

co ^ 
o o £ 
co oo K 



CO O 
VN VO 

*n m 
o o 
X X 



s3 

of of 



CO OJ 

vo <Q 
o o 
X X 



CO oi o\ 

Tt «n V) 

r- £: t- 

o o o o 



of cn of of of of 



vb m n <N on 

vo vo vo cs 

vo vo vo o «n 

o o o o o 

— 1 ,_! i— I 32 EC 




oo On in co 

CN ^ ON 

o r- <n 
o q q q 
J J J 



1112 



• 



WO 02/00677 PCI7US01/18569 



























1 and 










H0594: 18.L0777: 10, 
L0766: 6, H0595: 6, 
H0170: 5, H0373: 5, 


ooooooooir>o°22oo°QoooO 






Os 

H 
o 

t 

c 

< 


Ala- 16 to Arg-26, 
Pro-68 to Gly-78. 










3371 


3372 


3373 


3374 


3375 




vo 
<N 


»n 

vo 

CO 
1 

O j 
1 — 1 


2-409 


m 
i 

<N 

CO 


T— 1 

CN 
i 

CN 




1196 


1197 


1198 


1199 


1200 




HFABKOIR 


HFADS75R 


HFIBG63R | 


HFIJB15R 


HFIXK57R 




HFABKOl 


HFADS75 


HFIBG63 


HFIJB15 


HFIXK57 



1114 



WO 02/00677 



PCT/USOl/18569 




o o 



vo ^ oo 
w 33 go _| 



ON co *o 
»o vo oo 
vo vo 
o o o 
hJ J X 



vo g 



io ^ ^ CO ^ ^ CO <N <N csf <n fsf ^ ^ ^ ^ ^ ^ _T _T 



3SiSSS3SSSglg§§ 




oo 




O \D Q\ 
<n vo co 

vo vo y 



oo f> 

CM g 



lllfilffflfp'f 



1115 



WO 02/00677 PCT7US0 1/18569 



























: 1 and 








: 4.AR096: 3, 
: 3.AR060: 3, 
: 1.AR104: 1, 
: 1.AR053: 0, 
: 0.AR052: 0 
3: 1.H0662: 1, 

1, S0049: 1, 
: 1.H0670: 1, 
: 1, H0555: 1 and 

1. 




ooooooooqoooooo 
i— ( v—i *— i i— c i—t v— i T ,— T »-* i— » i— i t— i ,_r ,_5 


L0761: 
L0630: 

L0533: 
L0651: 
L0655: 
S0374: 
S0328: 
H0696 
L0744: 
L0754: 
L0750: 
L0759: 
L0485: 
S0242: 
S0398: 


CA fn r-f IT) CA oo Ai N w , a 




Glu-27 to Leu-36. 


Pro-3 to Tyr-22. 


CO 
CN 

JS 

H 
B 
r- 
• 


Pro-75 to Cys-89. 


i — t 

£ 

s 

</-> 

1 

CO 




3376 


3377 


3378 


3379 


3380 




r- 

CO 

I— t 
1 

oo 


3-86 


75 - 233 


o 
i 


18-314 




1201 


1202 


1203 


1204 

i 


1205 




HFIZQ64R 


HFKKK36R 


HFPEC93R 


HFPIX37R 


HFTDK36R 




HFIZQ64 


HFKKK36 


HFPEC93 


HFPIX37 


HFTDK36 



1116 



WO 02/00677 



PCT/US01/18569 



«n Xf- rfr co cn CO cn ^ cn of CM <N CM~ CM* 

& £ S3 ^ oo 



oo „ 

oo .. 
v> o . . 
«n 

O £ co 

2d 3 

vb ^ 

VO O r-. 
M U 

o \o 

g J J ^ r/i j 



& ^ cm <g g 



rv cm 
o o 



oo S 
o S 



S J§ £; ^ ?3 
Q o o o Q P 



CM VO 

00 

o 



7^ ^ ^ ^ co" cn <o co~ co~ co~ co~ <N <N of cm" 



o o cm «n 

^ \D VD 

co o vo 



oo oo 
^- oo 

o o 



!$ g »n ^ cm cm co 
£{ 2 c- jc m o\ in 

8o8pp8 d 



CM 5t 

o 2 £ 2 o o o o o 



OO VO 

O CM 

Ml 



I 

s 



O CM 
OO ON 



OO 
CO 
CO 



p s 
3 



OO 

a 
£ 



1117 



WO 02/00677 



PCIYUSO 1/18569 



n n ^ ^ ^ ^ n <n ^ of <n ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ~* ^ *-* ^ ^ ^ ^ ^ 

SSJ33-SSJ33 8SSSS§S8§|SSS3SSSSSS 

of of ^ of of of of of of of — r *-h" ^ ^ ^ ^ ^ ,_r ^ ^ _r *-r ^ ^ 

ogoqqqooqqooooo^oooooooooooooo 



1118 



WO 02/00677 „^, wr _ , 

PCT/USO 1/18569 











r-H 

71 71 71 71 7f ^ -« ^ ^ ^ ^ ^ r-T ^ _r ^ ^ o 

aaaS3 3 3 333 33SSSSSS§§§l- 


L0752: 11,L0662;9. 






Pro-13 to Leu- 18, 
Leu-37 to Arg-42, 
Lys-65 to Gly-77. . 

Val-40 to Tyr-46. 


3388 


3390 
3391 

3392 
3393 


CN ^1 

\0 r- 

1 1 

CO 


112-270 
49-315 

244 - 405 
1-138 


1213 
1214 


1215 
1216 

1217 
1218 


HHSFG15R 
HHSGP15R 


HHSGQ17R 
HKBAD05R 

HKZAD21R 
HKZAE07R 


HHSFG15 
HHSGP15 


HHSGQ17 
HKBAD05 

HKZAD21 
HKZAE07 



1119 



WO 02/00677 PCT/USO 1/18569 



oo \n CO <r\ co cn of ^ of of of of «^ of of of I-* i-T ^ ^ ^ *-« ~* 

ooooooooooo 0000 ooooob2222ooooo 

C\ V"f ^ CO" CO CO CO CO Of ^ Of Of Of Of Of Of Of N (S r-T ^ ^ ^ ^ ^" t-h" rH* ^' 



o o oo oooooooooooooooooooooooooo 



1120 



WO 02/00677 



PO7US01/18569 















a 






i—i i— < M * ,h ^-T^^^^ t— < H H ^ T— • ^ ^ ^ r-H t-H 






GIy-1 to Val-7, 
Lys-15 to Leu-25, 
Pro-52 to Cys-57. 


Lys-47 to Glu-52, 
Ala-71 to Asp-76, 
Asp-89toSer-110. 
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Pro-67 to His-75. 
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Val-6 to Lys-13, 
Tyr-23 to Asn-33, 
Lys-46 toLys-51, 
Leu-75 to Asn-85, 
Asp-101 to Glu-106. 


Cys-1 to Val-33, 
Ala-47 to Glu-54. 
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Glu-18 to Asp-35, 
Leu-52 to Gly-82. 
















Thr-1 to Ser-8, 
Pro-22 to Ser-27. 
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Phe-74 to Pro-81 . ! 


Gly-1 to Leu-6, 
Pro-47 to Asp-52, 
Lys-63 to Glu-68. 


Arg-9 to Arg-27, 
Gly-43 to Lys-48, 
Asp-61 to Ser-67, 
AIa-124 to Gly~130, 
Thr-146'to Lys-151, 
Phe-165 to Lys-170. 
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Ser-15 to Glu-23, 
Val-33 to Gly-40, 
Arg-47 to Pro-59, 
Ser-64 to Phe-70, 
Gly-92 to Lys-97, 
Lys-155 to Glu-166. 


Pro-5 to Gly-11, 
Ser-20 to Ser-27. 
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Ser-48 to Leu-56, 
Ser-70 to Val-75, 
Thr-83 to Ala-92. 
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Asn-80 to Gly-86, 
Glu-133 to Arg-138. 


Leu-1 toThr-7, 
Pro-39 to Ser-48, 
Trp-62 to Thr-68. 


Pro-28 to Tyr-37, 
Leu-52 to Trp-57, 
Lys-109toLeu-114. 
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Lys-28 to Tyr-49, 
Arg-75 to Ala-83, 
Thr-90 to Ala-95, 
Arg-107 to Asp-114, 
Arg-137 to Ser-146. 




Arg-1 to Gly-6, 
Lys-21 to Gly-29, 
Gln-51to Gly-56, 
Pro-82 to Asp-90, 
Lys-175 to Ser-180. ! 


3458 


3459 


3460 ! 


»— < 
5? 


oo 

T-H 

1 

<N 


2-439 


VO 

CO 

oo 

ON 


2-607 


1283 


1284 


1285 


1286 


HNOAT76R 


HNOAV91R 


HNOBD17R 1 


HNOBE83R 


HNOAT76 


HNOAV91 

• 


1 HNOBD17 


HNOBE83 



1142 



WO 02/00677 



PCT/USO 1/18569 



CO CO 

co 66 
t> co 

CO O 

O O 

s a 



CO CO CO CO CO CO erf CO CM ^ ^ 



— i 6\ 0\ CO 
<^ 00 ON CM vg 
V> ^ VO 

o o g S o 

ro ro co" co~ co" ^ CO* co" co~ CM 



M t 00 ° 
0^0*0 00 

o *o VO CO 
O O O O 



CM CM 



^ CO 

8 8 



h h \n VO 

^ \o S ^ 
o o S o 
fa ^ §JS 



cm »H co jo 
in o o on 



- x ^ ^ 

o o o o o 

co a bj y a 




1143 




WO 02/00677 



PCT/USO 1/18569 



gggo S ooo 2 goo8oo8poo§oooooo8S§o 



cocScncor-oc^r-os^ot^oooioioor-oOfkio 
qoooooooaoooooooooogoooooooooo 



1L44 



WO 02/00677 PCT/US01/18569 

























cs! vo <n 

V en vO 

O < a 

O n S 
^ ^ *0 

O 1 CO 


Val-2 to Leu-20. 
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Leu-27 to Val-40, 
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Gly-18toAsp-23, 
Gln-34 to Gly-40, 
Asp-81 to Lys-87. 
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Asp-24toLeu-31, 
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Phe-99 to Arg-120, 
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Glu-154toCys-163. 
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Asn-27 to Gly-33. 
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Ile-53.to Trp-63, 
Ala-80 to Gly-89, 
Arg-134 to Gln-139. 
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Pro-42 to Ser-59, 
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168, 

Tyr-196 to Gly-205. 
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Pro-93 to Arg-99, 
Ser-143toVal-149. 


Ser-25 to Ser-30. 




3586 


3587 




2-460 


352 - 543 




1411 


1412 




HOCPZ76R 


HOCQA25R 




HOCPZ76 


HOCQA25 



WO 02/00677 



PCT/USOI/18569 




a a K as □ as as 

^ n co n <N 




G\ ^ CO 




g3S333gggg 



1202 



WO 02/00677 



PCT/US01/18569 



<N <N of of <N <N ^ 



_ o 
o o 



<N o 

o o 



<N <N <N <N <N <N <N 



ooooboooooooogo 



-ooooooopo - - 



o *o <^ 



OOOOOOOOQOOggqq 



1203 



WO 02/00677 PCT/US01/18569 



























T3 

CS 

H H - t^-T'— < i-H i— • ^ i— t _ | ^ ^ 












SSS-SSSSSSSSSSS 

^ ,4 r-T r- ti— • t^^,^.-^^ 


vo vo r-^ ON OO lO CO ir\ i — . r~> (T\ rw^ 










Met-1 to Leu-6, 
Gly-19 to Lys-26, 
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Ser-19to Arg-29, 
Asp-37 to Val-43, 
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Ala-2 to Asp-9, 
Arg-18to Gly-26, 
Asn-34 to Arg-43,. 
Ala-52 to Asp-57. 


Leu-48 to Lys-63. 




Glu-11 to Pro-16, 
Arg-46 to Tyr-56, 
Asp-63 to Asp-69. 




Glu-54toVal-64, 
Leu-97 to Leu-105. 
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Asn-35 to Gln-40. 
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Ala-32 to Thr-42, 
Lys-55 to Phe-60, 
Asp-85 to Gly-90, 
Arg-95 to Thr-100. 
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Gly-1 to Phe-8, 
Pro-39 toThr-61, 
Pro-66 toPhe-71, 
Arg-84 to Pro-89. 
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Leu-15 to Lys-23, 
Lys-39 to Ile-44. 
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Arg-31 to Pro-54. 
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Lys-161 to Arg-167. 




4100 




3-548 




1925 




HPDVU72R 




HPDVU72 



1366 



m 



WO 02/00677 PCT/US01/18569 







































•: 1.H0658: 1, 
: 1.L0755: 1, 
: 1.L0757: 1, 
: 1, S0276: 1 and 
:1. 






H0658: 2 










1: 13.H0436: 11, 
8, H0581: 5, 
5, S0242: 5, 
: 4, H0635: 4, 
4, L0662: 4, 
4,L0655:4, 

A I 1V70O. A 

4, Lu/sy: 4, 
4, L0757: 4, 
4, S0356: 3, 
3, H0416: 3, 
3, L0747: 3, 
3, H0423: 3, 
3, H0395: 2, 


H0684 
L0752 
L0731 
L0595 
H0506 


*SS§SSSSS§S§i 




Pro-6 to Ala-16. 








Arg-1 to Glu-8, 
Ala-31 toTrp-39. 




Ala-3 to Ala-10, 
Pro-15 to Pro-23, 
Glu-79 to Ser-88, 
Pro-115 to Arg-122. 






4101 


4102 


4103 


4104 


4105 


4106 


! 4107 


4108 




r— 1 
0\ 

1 

co 


78 - 644 


3-302 


3-560 


o 

CO 
1 

>n 

r- 
i— i 


CO 
00 
CO 
1 

1— 1 

CO 

CN 


o 

ON 
CO 

f 

r— < 


214-471 




1926 


1927 


1928 j 


1929 


1930 


1931 


1932 


1933 




HPDVU88R 


HPDVV78R 


HPDWA35R 


HPDWA88R 


HPDWB40R 


HPDWC30R 


HPDWC75R 


HPDWD44R 




HPDVU88 


HPDVV78 


HPDWA35 


HPDWA88 


HPDWB40 


HPDWC30 


HPDWC75 


8 



1367 



WO 02/00677 



PCT/US01/18569 



N ^ ^ C 1 C !?1 ^ ^ <N of of of of of of 



04 tI- 

VO CO 

o o 



OJ 



o ° S 

C/3 PC ffi 

csf of of 



<N VO 

cn o\ £j 

o n 

o o 5 

K K w 



Ol 



ooooPoooooogooooogoodg 



oj o* oj oi oi of of oi of of of 




SoooOooo^oo 



OOOoOOvoOOOcD 



1368 



WO 02/00677 



PCT/US01/18569 















1 and 




7^ « oC oo K *6 vo~ vo »n ^ in «n ^ 


1.L0794: 
1, L0653: 
1, L0657: 
1 L0664- 
1, S0428: 
1, H0689: 
1, H0658: 
1.S0378: 
1, H0576: 
1.S3014: 
1.H0543: 
1. 


^^Ovovovo^t^o^^vOiovot^pJi-4 

oo ^ * s S a w a h j sb a 3 a -» w 8 

7! 2 3 oC o\ oo t> t> vo vo" v> in ^ 




^t^^ON^vb^^a^^^o^vo^^-* 




r T 
>^ 

O 

2 

in 

VO 

D. 
< 


Ser-1 to His-19, 
VaI-86toPro-105, 
Pro-llOto Met-117. 




4109 I 


4110 




220-2 


3-353 




1934 


1935 




HPDWD67R 


HPDWD69R 




HPDWD67 


HPDWD69 



1369 



WO 02/00677 



PCT/US01/18569 



^ ^ -^f ^ co ^ 




CO Of CN cN <N <N fsf <N CN ^ 



o> vo 66 

vo \o ^ 
o o S 

xx3 



Ol o\ St vo 

oo in vo gj 10 
>5 co co 

o o o 2 o 



<N 0\ co 00 *-h 

»r» in *-h vo 

co «— 1 cn vo 

2 o o o o 

XXX ™X 



PIP 



^ Tfr ^fr ^ CO CO ^ CO CO CO co~ co~ 



co^ co co <nj cN ^ CN cN ^ fN <N cN 



vo r~ 

10 00 \n 

vo vo f: 

O O o 

ffi ffi 5 



\o N m ^ ^ 
00 to o o 
cn r- vo vo co 

2S3§g 



00 S3 <1 
^ £N cn 
co C: vp 



co_ 



On r- 00 
O vo co 

OOO 

H H co 



q o 

CN f- 



vo vo 
vo r- 

us. 



vo o 

<N ^ 

o o 

00 >-4 



cn cn o )£ \n 

o xt r* 00 

o § 0 c5 o 

^ h y) ^ J 



00 o VO CO co 
CO r-t OO CO r\l 

vo ^ *n co So 
O o o O o 
g CO ffi ffl »j 



1370 



WO 02/00677 



PCT/USO 1/18569 



^ c<f of <sf ^ fsf cvf of ei ^ ^ ci <n oi n ^ 



O cn 



2 5} V) h ^ m 

o g 2 o p o 
co ffi ffi w J i-4 



co oo vo 
vp r- cn 



VO rv. K 



O Ov-tf; £ 
On On O JO 
!0 m vo vo 

333§ 



ps3S8S28.p 



„ t^. On 
rr vd »n 



N N (S M ri N (N (N c( ^ <S cvf <N <N <S (N <N (N 



ooooo^ooooQOoQp 



1371 



# 



WO 02/00677 PCT/US01/I8569 



oooosooodo 0 goggS2222PSSooooooo 



OOOOo <=5 0°OOOo 0000< ^ )C)0 0000000 



1372 



WO 02/00677 PCT/USO 1/18569 



























a 

^ ,_T ^-T rH _ ~ ^ ^ 






- ... a 




H0038: 5, H0616: 3, 
L0752: 3, S0418: 2, 
H0620: 2, H0547: 2, 
L0602: 2, H0521: 2, 


1, L0542: 
1,L0530: 
1,L0663: 

: 1,H0666 
: 1,H0518 
: 1, S0190; 
: 1, H0187 
: 1,S3014; 
1,L0751: 
1, L0757: 
1,H0445: 
1,H0668: 
1, S0276: 
1. 


5: 2, L000: 
1, H0487: 
1, L0637: 
1 L0659- 

: 1, L0777 
1. 


OOOOOOOOOqOOOOO 


f"* \D CA »0 00 »-h 




Asn-60 to Gly-72, 
Pro-83 to Trp-114, 
Ser-117toArg-126. 


Arg-1 to Gln-9. 




Pro-3 to Pro-12. j 


Phe-1 to Cys-13, 
Gly-28 to Ser-35. 




4111 


4112 


4113 


4114 | 


4115 




oo 

CO 

i 

t-H 


i — < 
<N 

i 

<N 


248 - 559 


1-507 | 


169 - 342 




1936 


1937 


1938 


1939 | 


1940 




HPDWD81R 


HPDWEllR 


HPDWE64R 


HPDWF93R | 


HPDWG51R 




HPDWD81 


HPDWEll 


HPDWE64 


! HPDWF93 | 


HPDWG51 



WO 02/00677 



PCT/US01/18569 



^ 7! ^ ^ ^ .. ^ g 

oogOoqOoooSoOggg^ 

W ffi W K ffi J W ffi ffi W W W ffi CO t-l J g 

^ ^ ^ ^ -« r-T t-7 r-l 

r-<NcoS^co^l-2ooi§oo|nvoor-r-m 
qoogo.qooogqoooqqq 



00" vo 10 ^ 

\ij 6 n 

o vo en ^ 

3 S3 £ 

o o O o 

CO co K J 

o\ i> vo" 10 




0\ ^ t-h MD 

(O Q\ ^ o 

, 2 q o 

h4 X >-j co 



£ 00 \6 

jo ^ jn 

2 o o q 
on co J 



o o 



o £j 

2 ^ 
2 O 



2 o o ** 

< £ H o 
00 



00 
in 



j3 



^ 2 

^ T— 1 

5£ 



9 



5? 



Q 

CL, 



1374 



WO 02/00677 



PCT/USOI/18569 



co co en <N ^ of of of of of of of of of 




oi 12 S . 
^ 2 



CO £ $ Ol * 



TT* ^ CO *-< 



| { * »*-v i# t -Zk. rr\ tr\ f\ vn 



<p « «*> N of of of « o» « of ts of of c-f 



s 



wo^£)inrowoovo 
o22o 00 °o 



oj vo 
wo vo 



wo vo a; 

m in ^ 

o o ^ 

B S S 



\o \b ^ 

CO O ^ 

o o o 

SQ co a 



<NcoOj^^-t- 00 0\ 

*Q o ^ )o cs 

tc m j a ffi 



Ol CO 



<N ^ O 3f <0 rH OO 



§38 



1375 



WO 02/00677 PCT/US01/18569 



















*24: 1. 






L0766: 5, H0551: 3, 
L0769: 3, L0639: 3, 
H0327: 2, S0002: 2, 
L0764: 2, L0659: 2, 


gg38S3S33SSgggg§SSg38gl 


3 tc 2 ffi 3 3 3 3 3333SSffiS333StiiffiK 






Gly-2 to Pro-9, 
Ser-24 to Thr-33. • 






4119 


4120 


4121 




vo 

<N 
i 

f— ( 


2-607 


351 -704 






1945 


1946 




HPDWN65R 


HPDWN69R 


HPDWO08R 




HPDWN65 


HPDWN69 


HPDWO08 



1376 



WO 02/00677 



PCT/US01/18569 



(V) H H ^ H ^ H H H * H * H " ^ H " H 



~ ~~ O O O 2 Q T3 

J J kJ W i-l a 



ooSo^oooooo 



Q o o 




on 

I 

w 

o\ 

I 

CO 



ON 

<N 

» — H 

I 

Q- 

H 

o 

T— < 



00 
VD 

to 

I 

VO 

oo 
m 



On 
<N 

I 

ON 
<N 

o 

e. 



o 
in 

i 



O 

O 
£ 



<N 



OO 
I 

5 

o 



OO 

1 

OO 



1377 



WO 02/00677 



PCT/USO 1/18569 



^fr CO <^cncO 0*0*0*^0* of ^ ^ ^ ^ of <vf CS 



o 

°3 



00 



ON 00 

m in 

J CO 



S3 



m t> J* <N 

o o o o 
J a K co 



ON 



in 



^t* ^ ^1* ^ ^ co" ^ ^ of ^ o< ^ of of of of of ^ of of of 



o q 
co±i 



IT) M 



2§ 



r-H VD VO V£> 

n <s *n *o 
o *o vo 
o o o o 

J CO ffi ffi 




oqqogqoooqoooog 



1378 



WO 02/00677 



PCT/US01/18569 











c 






OO * 


°gggg§ffiggSSS333SSS3ffiKKg3K°.K. 


7: 8, S0404: 
: 7, H0550: 1 


£S§ggggSS3SSSS33SS3§§§8S§8gg 


VO OO 


§1 




1-20. 




Va 




o 




i— i 




i 

CU 




CO 

< 




VO 
<N 








<N 
co 
i 




CO 

l> 




1951 










HPDWS61 






HPDWS61 





1379 



WO 02/00677 



PCT7US01/18569 




o cn T-H o *Q vo 
o o o o S o 



10 «H- 1^ 

o s ^ 



co a a a W S K g 33 



oo oo 

±uas. 



vo o 
oo 

O O 
CO CO 



22 

oo vo 



<s o 

(N \D 
VO O 
O O 
±±hL 



OO ON 

T-H ^* 

o o 



— i o 
io in 

as 



ON £0 ^ 3" 

O W 4 M 0\ 

o o o o ° 

*i a -j co a 



oo^ovooooogo 

aacococoaaaacoa 



1380 



WO 02/00677 



PCT/US01/18569 























98: 1. 


L0774: 3, H0658: 3, 
L0803: 2, L0439: 2, 
H0619: 1,H0586:-1, 
H0309: 1, S0366: 1, 
L0659: 1 and S0052: 1. 






i: 18, L0755: 7, 
6, L0777: 6, 
4, L0754: 4, 
4, S0360: 3, 
3, H0674: 2, 
2, L0766: 2, 


: 1.H0033 
: 1, H0032 
: 1, S0438: 

1 T ACAyl. 

1 , J-U5U4: 
. 1.L0803: 
• 1.L0376: 
: 1.L0515: 
: 1, L0782: 
: 1.L0541: 
; 1, H0693: 
l.HOfiSl: 
1, L0751: 
1.L0753: 
: 1.H0667 
1 and S03 


3gg3SS3S3SSSS§£ 


*-* °° o\ s/d 




Ala-37 to Ser-42, 
Gly-127toThr-134. 


Arg-4 to Gly-17, 
Pro-39 to Lys-46, 
His-96 to Arg-102. 




Leu-4 to Phe-9, 
Gly-29 to Glu-39. 




4127 


4128 


4129 | 


4130 




3-503 


i 

CN 
i— i 


1 - 705 f 


1-702 




1952 


1953 


1954 | 


1955 




HPDWT55R 


HPDWT56R 


HPDWU47R | 


HPDWU55R 




HPDWT55 


HPDWT56 


! HPDWU47 | 


HPDWU55 



1381 



WO 02/00677 PCT/USO 1/18569 











2, L0809: 2, 
: 2, L0757: 2, 
1.S0046: 1, 
: 1.H0427: 1, 
: 1, H0046: 1, 
: 1.H0252: 1, 
: 1, H0617: 1, 
1.L0773: 1, 
1.L0649: 1, 
1, L0375: 1, 
1, L0636: 1, 
1.L0382: 1, 
1.L0663: 1, 
1.H0144: 1, 
: 1.S0328: 1, 
: 1, S0027: 1, 
1, L0759: 1 and 
1. 


5: 1; L0748: 6, 
5, S0422: 3, 

:3,L0749:3, 
3, H0735: 2, 

: 2, H0529: 2, ' 
2, S0374: 2, 

f\ t m /iO/i. 1 

2, H0484: 1, 
1.S0358: 1, 
1, S0007: 1, 
: 1.L0483: 1, 
: 1,H0268: 1, 
1.L0763: 1, 


& oo !2 i£ J3 r; 6\ N vo n « vi o >o oo 
bogooooSoooooooobo 


L076< 
L0771: 

TTAC1Q 

L0756: 
H0641 
L0659: 
L0758: 
S0442: 
S0410: 
H0632 
H0606 
S0150: 




Pro-50 to Trp-55. 




4131 




2-568 




1956 




HPDWU60R 




HPDWU60 



1382 



WO 02/00677 



PCT/US01/18569 















422: 1. 






: 1.L0764 
: 1, L0774 
: 1, L0809 
• 1, H0144 
1.HQ520 
: 1, H0658 
1.H0539 
1, S0027: 
1.L0751: 
1.L0750: 
1.L0592: 
1, L0593: 
1 and HO 


): 3, L075E 
3, L0598: 
2,L0803: 

2, L0756: 
2, L0757: 
1, S0300: 
1, H0046: 
1, S0003: 
1, H0616: 
l.UNKW 
1, L0637: 
1, L0765: 
1, L0804: 


L0637 
L0768 
L0653 
L0666 
L0438: 
H0547 
S0328: 
S0406: 
L0744: 
L0754: 
L0777: 
L0608: 
H0543: 






AJa-51 toTyr-56, 

Ala-92toSer-101, 

Ser-118toIle-123. 


cK 

< 
O 

1 

Cu 

03 




co 

^* 


CO 
CO 
1— ( 

-tf 




O 

o 

1 

<N 


CO 

vo 

r— t 

1 

00 
CO 




0\ 

i-H 


00 

o\ 




HPDWU63R 



HPFMP90R 




CO 
VO 

i 


HPFMP90 



1383 



WO 02/00677 PCT/US01/I8569 































: 1.L0784: 1, 
: 1, L0776: 1, 
: 1, L0664: 1, 
: 1, L043& 1, 
: 1.L0439: 1, 
: 1, L0750: 1, 
: 1 and L0480: 1. 






H0255:2, SOI 14: 1, 
L0510: 1 and S0216: 1. 








3: 5, L066 
3, L0750 
2, L0803 

l\ T f\CG 1 

2, LUo5 1 
2, L0664 
2, L0756 
2, L0755 
1, H0392 
1.S0346 
1.H0646 
1.L0371: 
1, L0775: 
1, L0518: 
1.L0665: 
1, S0392: 


<o m vo <n o\ ov 
r- o vo vo S2 «o m 

t^" 00 VO VO VO t*^ r — 


jboooqqoooboooo 




Phe-5 to Leu-11, 
Ser-20 to Arg-45. 


Gly-4 to Asn-9. 


Pro-11 to Lys-16, 
Val-18 to Arg-45, 
Asn-56 to Glu-67. 
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Gln-38 toLys-43, 
Gln-87 to Ala-92, 
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Ser-116toPro-128. 


Ser-8 to Ser-14, 
Asn-68 to Tyr-74, 
His-80 to Val-91, 
Glu-141 toPhe-147, 
Ala-159 to Ser-170, 
Asp-184to Gly-199, 


Pro-60 to Gly-72, 
Gln-89 to Ser-94, 
Pro-121 to Pro-132, 
Pro-146 to Pro-166. 


Lys-30 to Glu-36, 
Lys-55 to Tyr-68, 
Ile-82 to Asp-87, 
Trp-115toSer-125, 
Pro-139 to Pro-146. 


Ala- 17 to Lys-23, 
Leu-25 to AIa-35, 
Gln-71 to Ala-76, 
Tyr-79 to His-85, 
Pro-112 to Gly-120, 
Gly-149toTyr-165, 
Lys-175 to His-181. 




Glu-179 to Ala-184. 
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[0040] The first column in Table 1 provides a unique "Clone ID NO:Z" for a cDNA 

clone related to each contig sequence disclosed in Table I. This clone ID references the 
cDNA clone which contains at least the 5' most sequence of the assembled contig, and at 
least a portion of SEQ ID NO:X was determined by directly sequencing the referenced 
clone. The reference clone may have more sequence than described in the sequence listing 
or the clone may have less. In the vast majority of cases, however, the clone is believed to 
encode a full-length polypeptide. In the case where a clone is not full-length, a full-length 
cDNA can be obtained by methods known in the art and/or as described elsewhere herein. 
[0041J The second column in Table 1 provides a unique "Contig ID" identification 

for each contig sequence. The third column provides the "SEQ ID NO:X" identifier for 
each of the ovarian associated contig polynucleotide sequences disclosed in Table 1. The 
fourth column, "ORF (From-To)", provides the location (i.e., nucleotide position numbers) 
within the polynucleotide sequence "SEQ ID NO:X" that delineate the preferred open 
reading frame (ORF) shown in the sequence listing and referenced in Table 1, column 5, as 
SEQ ID NO:Y. Where the nucleotide position number "To" is lower than the nucleotide 
position number "From", the preferred ORF is the reverse complement of the referenced 
polynucleotide sequence. 

[00421 The fifth column in Table 1 provides the corresponding SEQ ID NO:Y for 

the polypeptide sequence encoded by the preferred ORF delineated in column 4. In one 
embodiment, the invention provides an amino acid sequence comprising, or alternatively 
consisting of, a polypeptide encoded by the portion of SEQ ID NO:X delineated by "ORF 
(From-To)". Also provided are polynucleotides encoding such amino acid sequences and 
the complementary strand thereto. 

[0043] Column 6 in Table 1 lists residues comprising epitopes contained in the 

polypeptides encoded by the preferred ORF (SEQ ID NO:Y), as predicted using the 
algorithm of Jameson and Wolf, (1988) Comp. Appl. Biosci. 4:181-186. The Jameson- 
Wolf antigenic analysis was performed using the computer program PROTEAN (Version 
3.1 1 for the Power Macintosh, DNASTAR, Inc., 1228 South Park Street Madison, WI). In 
specific embodiments, polypeptides of the invention comprise, or alternatively consist of, at 
least one, two, three, four, five or more of the predicted epitopes as described in Table 1. It 
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will be appreciated that depending on the analytical criteria used to predict antigenic 
determinants, the exact address of the determinant may vary slightly. 
[0044J Column 7 in Table 1 provides an expression profile and library code: count 

for each of the contig sequences (SEQ ID NO:X) disclosed in Table 1, which can routinely 
be combined with the information provided in Table 4 and used to determine the normal or 
diseased tissues, cells, and/or cell line libraries which predominantly express the 
polynucleotides of the invention. The first number in column 7 (preceding the colon), 
represents the tissue/cell source identifier code corresponding to the code and description 
provided in Table 4. For those identifier codes in which the first two letters are not "AR", 
the second number in column 7 (following the colon) represents the number of times a 
sequence corresponding to the reference polynucleotide sequence was identified in the 
tissue/cell source. Those tissue/cell source identifier codes in which the first two letters are 
"AR" designate information generated using DNA array technology. Utilizing this 
technology, cDNAs were amplified by PCR and then transferred, in duplicate, onto the 
array. Gene expression was assayed through hybridization of first strand cDNA probes to 
the DNA array. cDNA probes were generated from total RNA extracted from a variety of 
different tissues and cell lines. Probe synthesis was performed in the presence of 33 P dCTP, 
using oligo(dT) to prime reverse transcription. After hybridization, high stringency washing 
conditions were employed to remove non-specific hybrids from the array. The remaining 
signal, emanating from each gene target, was measured using a Phosphorimager. Gene 
expression was reported as Phosphor Stimulating Luminescence (PSL) which reflects the 
level of phosphor signal generated from the probe hybridized to each of the gene targets 
represented on the array. A local background signal subtraction was performed before the 
total signal generated from each array was used to normalize gene expression between the 
different hybridizations. The value presented after "[array code]:" represents the mean of 
the duplicate values, following background subtraction and probe normalization. One of 
skill in the art could routinely use this information to identify normal and/or diseased 
tissue(s) which show a predominant expression pattern of the corresponding polynucleotide 
of the invention or to identify polynucleotides which show predominant and/or specific 
tissue and/or cell expression. The sequences disclosed herein have been determined to be 
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predominantly expressed in ovarian tissues, including normal and diseased ovarian tissues 
(See Table 1, column 7 and Table 4). 

[0045J Column 8 in Table 1 provides a chromosomal map location for certain 

polynucleotides of the invention. Chromosomal location was determined by finding exact 
matches to EST and cDNA sequences contained in the NCBI (National Center for 
Biotechnology Information) UniGene database. Each sequence in the UniGene database is 
assigned to a "cluster"; all of the ESTs, cDNAs, and STSs in a cluster are believed to be 
derived from a single gene. Chromosomal mapping data is often available for one or more 
sequence(s) in a UniGene cluster; this data (if consistent) is then applied to the cluster as a 
whole. Thus, it is possible to infer the chromosomal location of a new polynucleotide 
sequence by determining its identity with a mapped UniGene cluster. 
[0046] A modified version of the computer program BLASTN (Altshul et al., J. 

Mol. Biol. 215:403-410 (1990), and Gish et al., Nat. Genet. 3:266-272 (1993)) was used to 
search the UniGene database for EST or cDNA sequences that contain exact or near-exact 
matches to a polynucleotide sequence of the invention (the 'Query'). A sequence from the 
UniGene database (the 'Subject') was said to be an exact match if it contained a segment of 
50 nucleotides in length such that 48 of those nucleotides were in the same order as found 
in the Query sequence. If all of the matches that met this criteria were in the same UniGene 
cluster, and mapping data was available for this cluster, it is indicated in Table 1 under the 
heading "Cytologic Band". Where a cluster had been further localized to a distinct cytologic 
band, that band is disclosed; where no banding information was available, but the gene had 
been localized to a single chromosome, the chromosome is disclosed. 
[0047] Once a presumptive chromosomal location was determined for a 

polynucleotide of the invention, an associated disease locus was identified by comparison 
with a database of diseases which have been experimentally associated with genetic loci. 
The database used was the Morbid Map, derived from OMIM™ {supra). If the putative 
chromosomal location of a polynucleotide of the invention (Query sequence) was 
associated with a disease in the Morbid Map database, an OMIM reference identification 
number was noted in column 9, Table 1, labeled "OMIM Disease Reference(s)". Table 5 is 
a key to the OMIM reference identification numbers (column 1), and provides a description 
of the associated disease in Column 2. 
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[0048] 



Table 2 further characterizes certain encoded polypeptides of the 



•invention, by providing the results of comparisons to protein and protein family databases. 
The first column provides a unique clone identifier, "Clone ID NO:", corresponding to a 
cDNA clone disclosed in Table 1. The second column provides the unique contig 
indentifier, "Contig ID:" which allows correlation with the information in Table 1. The 
third column provides the sequence identifier, "SEQ ID NO:X", for the contig 
polynucleotide sequences. The fourth column provides the analysis method by which the 
homology/identity disclosed in the row was determined. The fifth column provides a 
description of PFam/NR hits having significant matches identified by each analysis. 
Column six provides the accession number of the PFam/NR hit disclosed in the fifth 
column. Column seven, "Score/Percent Identity", provides a quality score or the percent 
identity, of the hit disclosed in column five. Comparisons were made between 
polypeptides encoded by polynucleotides of the invention and a non-redundant protein 
database (herein referred to as "NR"), or a database of protein families (herein referred to 
as 'TFam"), as described below. 

[00491 The NR database, which comprises the NBRF PIR database, the NCBI 

GenPept database, and the SIB SwissProt and TrEMBL databases, was made non- 
redundant using the computer program nrdb2 (Warren Gish, Washington University in 
Saint Louis). Each of the polynucleotides shown in Table 1, column 3 (e.g., SEQ ID 
NO:X or the 'Query 5 sequence) was used to search against the NR database. The computer 
program BLASTX was used to compare a 6-frame translation of the Query sequence to 
the NR database (for information about the BLASTX algorithm please see Attshul et al, J. 
Mol. Biol. 215:403-410 (1990), and Gish et al., Nat. Genet. 3:266-272 (1993)). A 
description of the sequence that is most similar to the Query sequence (the highest scoring 
'Subject') is shown in column five of Table 2 and the database accession number for that 
sequence is provided in column six. The highest scoring 'Subject' is reported in Table 2 if 
(a) the estimated probability that the match occurred by chance alone is less than 1.0e-07, 
and (b) the match was not to a known repetitive element. BLASTX returns alignments of 
short polypeptide segments of the Query and Subject sequences which share a high degree 
.of similarity; these segments are known as High-Scoring Segment Pairs or HSPs. Table 2 
reports the degree of similarity between the Query and the Subject for each HSP as a 
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percent identity in Column 7. The percent identity is determined by dividing the number 
of exact matches between the two aligned sequences in the HSP, dividing by the number 
of Query amino acids in the HSP and multiplying by 100. The polynucleotides of SEQ ID 
NO.X which encode the polypeptide sequence that generates an HSP are delineated by 
columns 8 and 9 of Table 2. 

[0050J The PFam database, PFam version 5.2, (Sonnhammer et al., Nucl Acids 

Res., 26:320-322, (1998)) consists of a series of multiple sequence alignments- one 
ahgnment for each protein family. Each multiple sequence alignment is converted into a 
probability model called a Hidden Markov Model, or EMM, that represents the position- 
specific variation among the sequences mat make up the multiple sequence alignment 
(see, e.g., R. Durbin et al., Biological sequence analysis: probabilistic models of proteins 
and nucleic acids, Cambridge University Press, 1998 for the theory of HMMs) The 
program HMMER version 1.8 (Sean Eddy, Washington University in Saint Louis) was 
used to compare the predicted protein sequence for each Query sequence (SEQ ID NO Y 
in Table 1) to each of the HMMs derived from PFam version 5.2. A HMM derived from 
PFam version 5.2 was said to be a significant match to a polypeptide of the invention if 
the score returned by HMMER 1.8 was greater than 0.8 times the HMMER 1.8 score 
obtained with the most distantly related known member of that protein family. The 
description of the PFam family which shares a significant match with a polypeptide of the 
invention is listed in column 5 of Table 2, and the database accession number of the PFam 
hit is provided in column 6. Column 7 provides the score returned by HMMER version 
1.8 for the alignment. Columns 8 and 9 delineate the polynucleotides of SEQ ID NO:X 
which encode the polypeptide sequence which shows a significant match to a PFam 
protein family. 

[0051] As mentioned, columns 8 and 9 in Table 2, "NT From" and "NT To" 

delineate the polynucleotides of "SEQ ID NO:X" that encode a polypeptide having a' 
s.gnificant match to the PFam/NR database as disclosed in the fifth column of Table 2 In 
one embodiment, the invention provides a protein comprising, or alternatively consisting 
of, a polypeptide encoded by the polynucleotides of SEQ ID NO.X delineated in columns 
8 and 9 of Table 2. Also provided are polynucleotides encoding such proteins, and the 
complementary strand thereto. 
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[0052J 



The nucleotide sequence SEQ ID NO:X and the translated SEQ ID NO:Y 



are sufficiently accurate and otherwise suitable for a variety of uses well known in the art 
and described further below. For instance, the nucleotide sequences of SEQ ID NO:X are 
useful for designing nucleic acid hybridization probes that. will detect nucleic acid 
sequences contained in SEQ ID NO:X or the cDNA contained in Clone ID NO:Z. These 
probes will also hybridize to nucleic acid molecules' in biological samples, thereby 
enabling immediate applications in chromosome mapping, linkage analysis, tissue 
identification and/or typing, and a variety of forensic and diagnostic methods of the 
invention. Similarly, polypeptides identified from SEQ ID NO:Y may be used to generate 
antibodies which bind specifically to these polypeptides, or fragments thereof, and/or to 
the polypeptides encoded by the cDNA clones identified in, for example, Table 1. 
[0053] Nevertheless, DNA sequences generated by sequencing reactions can 

contain sequencing errors. The errors exist as misidentified nucleotides, or as insertions or 
deletions of nucleotides in the generated DNA sequence. The erroneously inserted or 
deleted nucleotides cause frame shifts in the reading frames of the predicted amino acid 
sequence. In these cases, the predicted amino acid sequence diverges from the actual 
amino acid sequence, even though the generated DNA sequence may be greater than 
99.9% identical to the actual DNA sequence (for example, one base insertion or deletion 
in an open reading frame of over 1000 bases). 

[0054] Accordingly, for those applications requiring precision in the nucleotide 

sequence or the amino acid sequence, the present invention provides not only the 
generated nucleotide sequence identified as SEQ ID NO:X, and a predicted translated 
amino acid sequence identified as SEQ ID NO:Y, but also a sample of plasmid DNA 
containing cDNA Clone ID NO:Z (deposited with the ATCC on June 5, 2000 and were 
given ATCC Deposit Nos. PTA-1982 and PTA-1985; and/or as set forth, for example, in 
Table 1, 6 and 7). The nucleotide sequence of each deposited clone can readily be 
determined by sequencing the deposited clone in accordance with known methods. 
Further, techniques known in the art can be used to verify the nucleotide sequences of 
SEQ ID NO:X.niques known in the art can be used to verify the nucleotide sequences of 
SEQIDNO:X. 
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[0055| The predicted amino acid sequence can then be verified from such deposits. 

Moreover, the amino acid sequence of the protein encoded by a particular clone can also 
be duectly determined by peptide sequencing or by expressing the protein in a suitable 
host cell containing the deposited human cDNA, collecting the protein, and determining 
its sequence. 

RACE Protocol For Recovery ofFull-Length Genes 

10056] Partial cDNA clones can be made full-length by utilizing the rapid 

amplification of cDNA ends (RACE) procedure described in Frohman, M.A et al Proc 
Natl Acad. Sci. USA, 85:8998-9002 (1988). A cDNA clone missing either the 5' or 3' 
end can be reconstructed to include the absent base pairs extending to the translation^ 
start or stop codon, respectively. In some cases, cDNAs are missing the start codon of 
translation. The following briefly describes a modification of this original 5' RACE 
procedure. Poly A+ or total RNA is reverse transcribed with Superscript E (Gibco/BRL) 
and an antisense or complementary primer specific to the cDNA sequence. The primer is 
removed from the reaction with a Microcon Concentrator (Amicon). The first-strand 
cDNA ,s then tailed with dATP and terminal deoxynucleotide transferase (Gibco/BRL) 
Thus, an anchor sequence is produced which is needed for PCR amplification. The 
second strand is synthesized from the dA-tail in PCR buffer, Taq DNA polymerase (Per- 
km-Elmer Cetus), an oligo-dT primer containing three adjacent restriction sites (Xhol 
Sail and Clal) at the 5' end and a primer containing just these restriction sites This 
double-stranded cDNA is PCR amplified for 40 cycles with the same primers as well as a 
nested cDNA-specific antisense primer. The PCR products are size-separated on an 
ethidium bromide-agarose gel and the region of gel containing cDNA products the 
predated size of missing protein-coding DNA is removed. cDNA is purified from the - 
agarose with the Magic PCR Prep kit (Promega), restriction digested with Xhol or Sail, 
and hgated to a plasmid such as pBluescript SKU (Stratagene) at Xhol and EcoRV sites 
This DNA is transformed into bacteria and the plasmid clones sequenced to identify the 
correct protein-coding inserts. Correct 5' ends are confirmed by comparing this sequence 
with the putatively identified homo.ogue and overlap with the partial cDNA clone. Similar 
methods known in the art and/or commercial kits are used to amplify and recover 3' ends. 
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(00571 



Several quality-controlled kits are commercially available for purchase. 



Similar reagents and methods to those above are supplied in kit form from Gibco/BRL for 
both 5' and 3 f RACE for recovery of full length genes. A second kit is available from 
Ciontech which is a modification of a related technique, SLIC (single-stranded ligation to 
single-stranded cDNA), developed by Dumas et al., Nucleic Acids Res., 19:5227-32 
(1991). The major differences in procedure are that the RNA is alkaline hydrolyzed after - 
reverse transcription and RNA ligase is used to join a restriction site-containing anchor 
primer to the first-strand cDNA. This obviates the necessity for the dA-tailing reaction 
which results in a polyT stretch that is difficult to sequence past. 

[0058] An alternative to generating 5' or 3' cDNA from RNA is to use cDNA 

library double-stranded DNA. An asymmetric PCR-amplified antisense cDNA strand is 
synthesized with an antisense cDNA-specific primer and a plasmid-anchored primer. 
These primers are removed and a symmetric PCR reaction is performed with a nested 
cDNA-specific antisense primer and the plasmid-anchored primer. 

RNA Ligase Protocol For Generating The 5' or 3* End Sequences To Obtain Full Length 
Genes 

[0059] Once a gene of interest is identified, several methods are available for the 

identification of the 5 f or 3' portions of the gene which may not be present in the original 
cDNA plasmid. These methods include, but are not limited to, filter probing, clone 
enrichment using specific probes and protocols similar and identical to 5' and 3' RACE. 
While the full length gene may be present in the library and can be identified by probing, a 
useful method for generating the 5' or 3' end is to use the existing sequence information 
from the original cDNA to generate the missing information. A method similar to 5' 
RACE is available for generating the missing 5' end of a desired full-length gene. (This 
method was published by Fromont-Racine et aL, Nucleic Acids Res., 21(7): 1683-1684 
(1993)). Briefly, a specific RNA oligonucleotide is ligated to the 5* ends of a population 
of RNA presumably containing full-length gene RNA transcript. A primer set containing 
a primer specific to the ligated RNA oligonucleotide and a primer specific to a known 
sequence of the gene of interest, is used to PCR amplify the 5' portion of the desired full 
length gene which may then be sequenced and used to generate the full length gene. This 
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method starts with total RNA isolated from the desired source, poly A RNA may be used 
but is not a prerequisite for this procedure. The RNA preparation may then be treated with 
phosphatase if necessary to eliminate 5' phosphate groups on degraded or damaged RNA 
which may interfere with the later RNA ligase step. The phosphatase if used is then 
motivated and the RNA is treated with tobacco acid pyrophosphatase in order to remove 
the cap structure present at the 5' ends of messenger RNAs. This reaction leaves a 5' 
phosphate group at the 5' end of the cap cleaved RNA which can then be ligated to an 
RNA ohgonucleotide using T4 RNA ligase. This modified RNA preparation can then be 
used as a template for first strand cDNA synthesis using a gene specific oligonucleotide 
The first strand synthesis reaction can then be used as a template for PCR amplification of 
the desned 5' end using a primer specific to the ligated RNA oligonucleotide and a primer 
specie to the known sequence of the ovarian antigen of interest. The resultant product is 
then sequenced and analyzed to confirm that the 5" end sequence belongs to the relevant 
ovarian antigen. 

10060] The present invention also relates to vectors or plasmids, which include 

such DNA sequences, as well as the use of the DNA sequences. The material deposited 
w,th the ATCC (deposited with the ATCC on June 5, 2000 and were given ATCC Deposit 
No, PTA-1982 and PTA-1985; and/or as set forth, for example, in Table 1, 6 and 7) is a 
mixture of cDNA clones derived from a variety of human tissue and cloned in either a 
plasmm vector or a phage vector, as shown, for example, in Table 7. These deposits are 
referred to as "the deposits" herein. The tissues from which some of the clones were 
denved are listed in Table 7, and the vector in which the corresponding cDNA is 
contamed is also, indicated in Table 7. The deposited material includes cDNA clones 
corresponding to SEQ ID NO.X described, for example, in Table 1 (Clone ID NOZ) A 
clone which is isolatable from the ATCC Deposits by use of a sequence listed as SEQ ID 
NO:X, may include the entire coding region of a human gene or in other cases such clone 
may mclude a substantial portion of the coding region of a human gene. Furthermore 
although the sequence listing may in some instances list only a portion of the DNA 
sequence in a clone included in the ATCC Deposits, it is well within the ability of one 
sfalled m the art to sequence the DNA included in a clone contained in the ATCC 
Deposits by use of a sequence (or portion thereof) described in, for example Tables 1 A or 
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2 by procedures hereinafter further described, and others apparent to those skilled in the 
art. 

[0061] Also provided in Table 7 is the name of the vector which contains the 

cDNA clone. Each vector is routinely used in the art. The following additional 
information is provided for convenience. 

[0062] Vectors Lambda Zap (U.S. Patent Nos. 5,128,256 and 5,286,636), Uni-Zap 

XR (U.S. Patent Nos. 5,128,256 and 5,286,636), Zap Express (U.S. Patent Nos. 5,128,256 
and 5,286,636), pBluescript (pBS) (Short, J. M. et al., Nucleic Acids Res. 7^:7583-7600 
(1988); Alting-Mees, M. A. and Short, J. M., Nucleic Acids Res. 77:9494 (1989)) and 
pBK (Alting-Mees, M. A. et al., Strategies 5:58-61 (1992)) are commercially available 
from Stratagene Cloning Systems, Inc., 11011 N. Torrey Pines Road, La Jolla, CA, 92037. 
pBS contains an ampicillin resistance gene and pBK contains a neomycin resistance gene. 
Phagemid pBS may be excised from the Lambda Zap and Uni-Zap XR vectors, and 
phagemid pBK may be excised from the Zap Express vector. Both phagemids may be 
transformed into E. coli strain XL-1 Blue, also available from Stratagene. 
[0063] Vectors pSportl, pCMVSport 1.0, pCMVSport 2.0 and pCMVSport 3.0, 

were obtained from Life Technologies, Inc., P. O. Box 6009, Gaithersburg, MD 20897. 
All Sport vectors contain an ampicillin resistance gene and may be transformed into E. 
coli strain DH10B, also available from Life Technologies. See, for instance, Gruber, C. 
E., et al., Focus 15:59- (1993). Vector lafinid BA (Bento Soares, Columbia University, 
New York, NY) contains an ampicillin resistance gene and can be transformed into E. coli 
strain XL-1 Blue. Vector pCR®2.1, which is available from Invitrogen, 1600 Faraday 
Avenue, Carlsbad, CA 92008, contains an ampicillin resistance gene and may be 
transformed into E. coli strain DH10B, available from Life Technologies. See, for 
instance, Clark, J. M., Nuc. Acids Res. 16:9677-9686 (1988) and Mead, D. et al., 
Bio/Technology 9: (1991). 

[0064] The present invention also relates to the genes corresponding to SEQ ID 

NO:X, SEQ ID NO:Y, and/or the deposited clone (Clone ID NO:Z). The corresponding 
gene can be isolated in accordance with known methods using the sequence information 
disclosed herein. Such methods include preparing probes or primers from the disclosed 
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sequence and identifying or amplifying the corresponding gene from appropriate sources 
of genomic material. 

10065) Also provided in the present invention are allelic variants, orthologs, and/or 

species homologs. Procedures known in the art can be used to obtain full-length genes, 
allelic variants, splice variants, full-length coding portions, orthologs, and/or species 
homologs of ovarian associated genes corresponding to SEQ ID NO:X or the complement 
thereof, polypeptides encoded by SEQ ID NO:X or the complement thereof, and/or the 
cDNA contained in Clone ID NO:Z, using information from the sequences disclosed 
herein or the clones deposited with the ATCC. For example, allelic variants and/or species 
homologs may be isolated and identified by making suitable probes or primers from the 
sequences provided herein and screening a suitable nucleic acid source for allelic variants 
and/or the desired homologue. 

[0066] The polypeptides of the invention can be prepared in any suitable manner. 

Such polypeptides include isolated naturally occurring polypeptides, recombinantly 
produced polypeptides, synthetically produced polypeptides, or polypeptides produced by 
a combination of these methods. Means for preparing such polypeptides are well 
understood in the art. 

[0067] The polypeptides may be in the form of the secreted protein, including the 

mature form, or may be a part of a larger protein, such as a fusion protein (see below). It 
is often advantageous to include an additional amino acid sequence which contains 
secretory or leader sequences, pro-sequences, sequences which aid in purification, such as 
multiple histidine residues, or an additional sequence for stability during recombinant 
production. 

(0068] The polypeptides of the present invention are preferably provided in an 

isolated form, and preferably are substantially purified. A recombinantly produced 
version of a polypeptide, including the secreted polypeptide, can be substantially purified 
using techniques described herein or otherwise known in the art, such as, for example, by 
the one-step method described in Smith and Johnson, Gene 67:31-40 (1988). 
Polypeptides of the invention also can be purified from natural, synthetic or recombinant 
sources using techniques described herein or otherwise known in the art, such as, for 
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example, antibodies of the invention raised against the ovarian polypeptides of the present 
invention in methods which are well known in the art. 

(0069] The present invention provides a polynucleotide comprising, or 

alternatively consisting of, the nucleic acid sequence of SEQ ID NO:X, and/or the cDNA 
sequence contained in Clone ID NO:Z. The present invention also provides a polypeptide 
comprising, or alternatively, consisting of, the polypeptide sequence of SEQ ID NO:Y, a 
polypeptide encoded by SEQ ID NO:X or a complement thereof, and/or a polypeptide 
encoded by the cDNA contained in Clone ID NO:Z. Polynucleotides encoding a 
polypeptide comprising, or alternatively consisting of the polypeptide sequence of SEQ ED 
NO:Y, a polypeptide encoded by SEQ ID NO:X, and/or a polypeptide encoded by the 
cDNA contained in Clone ID NO:Z are also encompassed by the invention. The present 
invention further encompasses a polynucleotide comprising, or alternatively consisting of, 
the complement of the nucleic acid sequence of SEQ ID NO:X, a nucleic acid sequence 
encoding a polypeptide encoded by the complement of the nucleic acid sequence of SEQ 
ID NO:X, and/or the cDNA contained in Clone ID NO:Z. 

[0070] Many polynucleotide sequences, such as EST sequences, are publicly 

available and accessible through sequence databases and may have been publicly available 
prior to conception of the present invention. Preferably, such related polynucleotides are 
specifically excluded from the scope of the present invention. Accordingly, for each 
contig sequence (SEQ ID NO:X) listed in the third column of Table 1, preferably excluded 
are one or more polynucleotides comprising a nucleotide sequence described by the 
general formula of a-b, where a is any integer between 1 and the final nucleotide minus 
15 of SEQ ID NO:X, b is an integer of 15 to the final nucleotide of SEQ ED NO:X, where 
both a and b correspond to the positions of nucleotide residues shown in SEQ ID NO:X, 
and where b is greater than or equal to a + 14. More specifically, preferably excluded are 
one or more polynucleotides comprising a nucleotide sequence described by the general 
formula of a-b, where a and b are integers as defined in columns 4 and 5, respectively, of 
Table 3. In specific embodiments, the polynucleotides of the invention do not consist of at 
least one, two, three, four, five, ten, or more of the specific polynucleotide sequences 
referenced by the Genbank Accession No. as disclosed in column 6 of Table 3. In further 
embodiments, preferably excluded from the invention are the specific polynucleotide 
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sequences) contained in the clones corresponding to at least one, two, three, four, five, 
ten, or more of the available material having the accession numbers identified in the sixth 
column of this Table. In no way is this listing meant to encompass all of the sequences 
which may be excluded by the general formula, it is just a representative example. All 
references available through these accessions are hereby incorporated by reference in their 
entirety. 
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